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SXJBSTITDTBD ANILXNIC PIPERIDINES AS MCH SELECTIVE 
ANTAGONISTS 

5 

BACKdROUND OF THE INVENTION 

This application is a continuation-in-part of U.S. 
Serial No. 10/042,582, filed January 9, 2002, and of 
10 U.S. Serial No. 09/899,794, filed July 5, 2001, the 

contents of both of which are hereby incorporated by 
reference into the subject application. 

Throughout this application, various publications are 

15 referenced in parentheses by author and year. Full 

citations for these references may be found at the end 
of the specification immediately preceding the sequence 
listings and the claims. The disclosure of these 
publications in their entireties are hereby incorporated 

20 by reference into this application to describe more 
fully the state of the art to which this invention 
pertains. Melanin- concentrating hormone (MCH) is a 
cyclic peptide originally isolated from salmonid 
(teleost fish) pituitaries (Kawauchi et al., 1983). In 

25 fish the 17 amino acid peptide oauses aggregation of 
melanin within the melanophores and inhibits the release 
of ACTH, acting as a functional antagonist of a-MSH. 
Mammalian MCH (19 amino acids) is highly conserved 
between rat, mouse, and human, exhibiting 100% amino 

30 acid identity, but its physiological roles are less 
clear. MCH has been reported to participate in a 
variety of processes including feeding, water balance, 
energy metabolism, general arousal /attention state. 
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memory and cognitive functions, and psychiatric 
disorders (for reviews, see Baker, 1991; Baker, 1994; 
Nahon, 1994; Itoigge et al., 1996). Its role in feeding 
or body weight regulation is supported by a recent 
5 Nature publication (Qu et al,, 1996) demonstrating that 
MCH is overes^ressed in the hypothalamus of oh/oh mice 
compared with Qb/+" mice, and that fasting foirther 
increased MCH mRNA in both obese and normal mice during 
fasting, MCH also stimulated feeding in normal rats 

10 when injected into the lateral ventricles (Rossi et al., 
1997) . MCH also has been reported to functionally 
antagonize the behavioral effects of a-MSH (Miller et 
al-, 1993; Gonzalez et al, 1996; Sanchez et al., 1997); 
in addition, stress has been shown to increase POMC mRNA 

15 levels _while decreasing the MCH precursor preproMCH 

(ppMCH) mRNA levels (Presse et al., 1992). Thus MCH may 
serve as an integrative neuropeptide involved in the 
reaction to stress, as well as in the regulation of 
feeding and sexual activity (Baker, 1991; Knigge et al., 

20 1996) . 

Although the biological effects of MCH are believed to 
be mediated by specific receptors, binding sites for MCH 
have not been well described. A tritiated ligand ( [^H] - 

25 MCH) was reported to exhibit specific binding to brain 
membranes but was unusable for saturation analyses, so 
neither affinity nor B^ax were determined (Drozdz and 
Eberle, • 1995). Radioiodination of the- tyrosine at 
position thirteen resulted in a ligand with dramatically 

30 reduced biological activity (see Drozdz and Eberle, 
1995) . In contrast, the radioiodination of the MCH 
analogue [Phe",Tyr^^l -MCH was successful (Drozdz et al., 
1995) ; the ligand retained biological activity and 
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exhibited specific binding to a variety of cell lines 
including mouse melanoma {B16-F1, G4F, and G4F-7) , PC12, 
and COS cells. In G4F-7 cells, the Kb = O.llSnM and the 
Bbbx -1100 sites/cell. Importantly, the binding was not 
5 inhibited by a-MSH but was weakly inhibited by rat ANF 
(Ki = 116 nM vs. 12 nM for native MCH) (Drozdz et al-, 
1995) - More recently specific MCH binding was reported 
in transformed keratinocytes (Burgaud et al., 1997) and 
melanoma cells (Drozdz et al., 1998), where photo- 

10 crosslinking studies suggest that the receptor is a 
membrane protein with an apparent molecular weight of 
45-50 kDaltons, compatible with the molecular weight 
range of the GPCR superfamily of receptors. No 
radioautoradiographic studies of MCH receptor 

15 localization using this ligand have been reported as 
yet- 

The localization and biological activities of MCH 
peptide suggest that the modulation of MCH receptor 

20 activity may be useful in a number of therapeutic 
applications. The role of MCH in feeding is the best 
characterized of its potential clinical uses. MCH is 
expressed in the lateral hypothalamus, a brain area 
implicated in the regulation of thirst and hunger 

25 (Grillon et al.; 1997); recently orexins A and B, which 

are potent orexigenic agents, have been shown to have 
very similar localization to MCH in the lateral 
hypothalamus (Sakurai et al., 1998). MCH mRNA levels in 
this brain region are increased in rats after 24 hours 

30 of food-deprivation (Herv6 and Fellman, 1997) ; after 
insulin injection, a significant increase in the 
abxmdance and staining intensity of MCH iramunoreactive 
perikaryai and fibres was observed concurrent with a 
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significant increase in the level of MCH ...mRNA 
(Bahjaoui-Bouhaddi et al-, 1994). Consistent with the 
ability of MCH to stimulate feeding in rats (Rossi et 
al., 1997) is the observation that MCH mRNA levels are 
5 upregulated in the hypothalami of obese ob/db mice (Qu 
et al., 1996), and decreased in the hypothalami of rats 
treated with leptin, whose food intake and body weight 
gains are also decreased (Scthu, 1998) . MCH appears to 
act as a functional antagonist of the melanocortin 

10 system in its effects on food intedce and on hormone 
secretion within the HPA (hypothalamopituitary/adrenal 
2Lxis) (Ludwig et al., 1998). Together these data suggest 
a role for endogenous MCH in the regulation of energy 
balance and response to stress, and provide a rationale 

15 for the development of specific compounds acting at MCH 

receptors for use in the treatment of obesity and 
stress-related disorders. 

In all species studied to date, a major portion of the 
20 neurons of the MCH cell group occupies a rather constant 

location in those areas of the lateral hypothalamus and 
subthalamus where they lie and may be a part of some of 
the so-called '*extrapyramidal*' motor circuits. These 
involve substantial striate- and pallidofugal pathways 
25 involving the thalamus and cerebral cortex, hypothalamic 
areas, auid reciprocal connections to subthalamic 
nucleus, substantia nigra, and mid-brain centers 
(Bittencourt et al., 1992).. In their location, the MCH 
cell group may offer a bridge or mechanism for 
30 expressing hypothalamic visceral activity with 
appropriate and coordinated motor activity. Clinically 
it may be of some value to consider the involvement of 
this MCH system in movement disorders, such as 



f 
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Parkinson's disease and Huntingdon's Chorea in 
which extrapyramidal circuits are knovm to be involved. 

Human genetic lixikage studies have located authentic 
5 hMCH loci on chromosome 12 {12q23-24) and the variant 
hMCH loci on chromosome 5 (5ql2-13) (Pedeutour et al., 
1994) . Locus 12q23-24 coincides with a locus to which 
autosomal dominant cerebellar ataxia type II (SCA2) has 
been mapped (Auburger et al., 1992; Twells et al., 

10 1992) . This disease comprises neurodegenerative 

disorders^ including an olivopontocerebellar atrophy. 
Furthermore, the gene for Darier's disease, has been 
mapped to locus 12q23-24 (Craddock et al., 1993), 
Dariers' disease is characterized by abnormalities I 

15 keratinocyte adhesion and mental illnesses in some 

families. In view of the functional and neuroanatomical 
. patterns of the MCH neural system in the rat and human 
brains, the MCH gene may represent a good candidate for 
SCA2 or Darier's disease. Interestingly, diseases with 

20 high social impact have been mapped to this locus. 

Indeed^ the gene responsible for chronic or acute forms 
of spinal muscular atrophies has been assigned to 
chromosome 5ql2-13 using genetic linJcage analysis (Melki 
et al., 1990; Westbrook et al., 1992). Furthermore, 

25 independent lines of evidence support the assignment of 
a major schizophrenia locus to chromosome 5qll.2-13.3 
(Sherrington et al., 1988; Bassett et al., 1988; Gilliam 
et al., 1989). The above studies suggest . that MCH may 
play a role in neurodegenerative diseases euid disorders 

30 of emotion - 

Additional therapeutic applications for MCH-related 
compounds are suggested by the observed effects of MCH 
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in other biological systems. For example, MCH 
may regulate reproductive fxinctions in male and female 
rats. MCH transcripts and MCH peptide were found within 
germ cells in .testes of adult rats, suggesting that MCH 
5 may participate in stem cell renewal and/or 
differentiation of early speraatocytes (Hervieu et al., 

1996) . MCH injected directly into the medial preoptic 
area (MPQA) or ventromedial nucleus (VMN) stimulated 
sexual activity in female rats (Gonzalez et al . , 1996) . 

10 In ovariectomized rats primed with estradiol, MCH 

stimulated luteinizing hormone (IiH) release while anti- 
MCH antiserum inhibited LH release (Gonzalez et al . , 

1997) . The zona incerta, which contains a large 
population of MCH cell bodies, has previously been 

15 identified as a regulatory site for the pre-ovulatory LH 

surge (MacKenzie et al., 1984). MCH has been reported 
to influence release of pituitary hormones including 
ACTH and oxytocin. MCH analogues may also be useful, in 
treating epilepsy. In the PTZ seizure model, injection 

20 of MCH prior to seizure induction prevented seizure 
activity in both rats and guinea pigs, suggesting that 
MCH- containing neurons may participate in the neural 
circuitry underlying PTZ- induced seizure (Knigge and 
Wagner, 1997) . MCH has also been observed to affect 

25 behavioral correlates of cognitive fxinctions, MCH 
treatment hastened extinction of the passive avoidance 
response in rats (McBride et al., 1994), raising the 
possibility that MCH receptor antagonists may be 
beneficial for memory storage, and/or retention. A 

30 possible role for MCH in the modulation or perception of 
pain is supported by the dense innervation of the 
periaqueductal grey (PAG) by MCH-positive fibers. 
Finally, MCH may participate in the regulation of fluid 
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intake. ICV infusion of MCH in conscious sheep 
produced diuretic, natriuretic, and kaliuretic changes 
in response to increased plasma volume (Parkes, 1996) . 
Together with anatomical data reporting the presence of 
5 MCH in fluid regulatory areas of the brain, the results 
indicate that MCH may be an important peptide involved 
in the central control of fluid homeostasis in mammals. 

The identification of a G-protein coupled receptor for 

10 MCH has recently been published (Chambers et al,, 1999; 

Saito et al., 1999) . These groups identified MCH as the 
endogenous ligand for the human orphan G-protein coupled 
receptor SLC-1 (Lakaye et al., 1998). The rat homologue 
* of this receptor (now called MCH-1) was reported to be 

15 localized in regions of the rat brain associated with 

feeding behavior (e.g. dorsomedial and ventromedial 
hypothalamus) . The link between MCH-1 and the effects 
of MCH on feeding has been strengthened by recent 
reports on the phenotype of MCH-1 knockout mice. Two 

20 groups have shown independently (Marsh et al, 2002; Chen 

et al, 2002) that the targeted disruption of the MCH-1 
receptor gene (MCH-1 knockout) in mice results in 
animals that are hyperphagic but are leaua and have 
decreased body mass relative to wild- type litte3nnates . 

25 The decrease in body mass is attributed to an increase 
in metabolism. Each group demonstrated that the MCH-1 
knockout mice are resisteint to diet-induced obesity, and 
generally exhibit weights similar to . littermates 
maintained on regular chow. 

30 

Finally, synthetic antagonist molecules for the MCH-1 
receptor have now been described in the literature. 
Bednarek et al. (2002) have reported on the synthesis of 
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high affinity peptide antagonists of MCH-1. In 
addition, a small molecule antagonist of MCH-1 has been 
described by Takekawa et al- (Takekawa et al., 2002), 
This compound, T-226296, eadiibits high affinity for the 
5 MCH-1 receptor {- 5-9 nM for rat and human MCH-1) , and 
was shown to inhibit food intake induced by the 
intracerebroventricular application of MCH, These data 
validate the strategy of usiiag an MCH-1 receptor 
antagonist to treat obesity - 

10 

PurtheiTOore, in our own studies, we have tested MCHl 
antagonists in several animal models that are well known 
as predictive for the efficacy of compounds in humsuis 
(Borowsky, et al., in press; iinpublished data). These 
15 experiments indicate that MCHl antagonists are useful to 

treat obesity, depression, anxiety, as well as urinary 
disorders - 

As used in this invention, the term ^^antagonist" refers 
20 to a compovind which binds to, and decreases the activity 
of, a receptor in the presence of an agonist. In the 
case of a G-protein coupled receptor, activation may be 
measured using any appropriate second messenger system 
which is coupled to the receptor in a cell or tissue in 
25 which the receptor is expressed. Some specific, but by 
no means limiting, exannples of well-known second 
messenger systems are adenylate cyclase, intracellular 
calcium mobilization, ion channel activation, guanylate 
cyclase and inositol phospholipid hydrolysis. 
30 Conversely, the term ^agonist" refers to a compound 
which binds to, and increases activity of, a receptor as 
compared' with the activity of the receptor in the 
absence of any agonist. 
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In one embodiment of this invention, the synthesis of 
novel compounds which bind selectively to the cloned 
- human melanin-concentrating hormone-1 (MCHl) receptor, 
5 compared to other cloned G-protein coupled receptors, 
and inhibit the activation of the cloned receptors as 
measured in in vitro assays is disclosed. The in vitro 
receiptor binding assays described hereinafter were 
performed using various cultured cell lines, each 
10 transfected with and expressing only a single cloned 
receptor. 

Furthermore, the coir5)Ounds of the present invention may 
also be used to treat abnormal conditions such as 
15 feeding disorders (obesity, bulimia and bulimia 
nervosa) , sexual/reproductive disorders, depression, 
amxiety, depression and anxiety, epileptic seizure, 
hypertension, cerebral hemorrhage, congestive heart 
failure, sleep disturbances, or any condition in which 
' 20 antagonism of an MCHl receptor may be beneficial- In 
addition, the compounds of the present invention may be 
used to reduce the body mass of a subject. Furthermore, 
the compounds of the present invention may be used to 
treat urinary disorders. 

25 



30 
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Summary of the Javentlon 

This invention provides a con^oimd having the structure: 

R3 N-H 

o=< 

R2 

5 wherein Ri is hydrogen, straight chained or branched 

C1-C7 alkyl, monofluoroalkyl or polyf luoroalkyl, aryl or 
heteroaryl, wherein the aryl or heteroaryl is optionally 
substituted with one or more -P, -CI, -Br, -I, -CN, 
-NO2, -CH3, -CF3, -COR2, -CO2R2/ phenyl, phenoxy or 
10 straight chained or branched C1-C7 alkyl; 

wherein R2 is straight -chained or branched C3-C4 alkyl or 
cyclopropyl; 

15 wherein R3 is aryl or heteroaryl, wherein the aryl or 
heteroaryl is optionally substituted with one or more 
-p, -CI, -Br, -I, -CN, -NO2, straight chained or 
branched C1-C7 alkyl; 

20 wherein A is -H, -P, -CI, -Br, -CN, -NO2, -COR3, -CO2R3, 
straight chained or branched Ci-C7 alkyl, monofluoroalkyl 
or polyf luoroalkyl; 



25 



wherein X is O or NH; and 

wherein n is an integer from 0 to 5 inclusive. 
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In one embodiment, Ri is aryl optionally substituted 
with one or more -P, -CI, -Br, -I, -CN, -N02# -COR21 
-CX>3R2, straight chained or branched C1-C7 alkyl; 

5 wherein R3 is phenyl; 
wherein A is H; and 
wherein X is O. 

10 

In one embodiment, R2 is isoprqpyl. 

In one embodiment, the conqpound has the structure: 




15 In one embodiment, corapoxmd has the structure: 




In one embodiment, Ri is hydrogen, straight chained or 
bramched C1-C7 alkyl; and wherein R3 is aryl. 



20 



In one embodiment, R2 is isopropyl; and A is hydrogen. 
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In one embodiment, the compound has the structure: 




In one embodiment, the conpound hcis the structure: 

5 




The present invention also provides a conqpound having 
the structure: 

10 




wherein Ri is aryl or heteroaryl optionally substituted 
with one or more -F, -CI, -Br, -I, -CN, -NO2, -OCH3, 
15 phenoxy, fused cyclopentanyl , straight chained or 
branched C1-C7 alkyl, monof luoroalkyl or polyf luoroalkyl ; 

wherein R2 is straight -chained or brmched C1-C4 alkyl or 
cyclopropyl ; 

20 
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Wherein A is -H, -F, -CI, - Br, -CN, -NO2, straight 
chained or branched C1-C7 alkyl, monof luoroalkyl or 
polyfluoroalkyl; and 

5 wherein n is an integer from 1 to 5 inclusive - 

In one embodiment, Ri is aryl optionally siabstituted with 
one or more -P, -CI, -Br, -I or straight chained or 
branched C1-C4 alkyl; and 

10 

wherein A is H. 

In one embodiment, R2 is isopropyl; and 
15 wherein n is 2. 

In one embodiment, the compound has the structure: 




20 In one embodiment, the compound has the structure: 




25 
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In one embodiment, the conipomxd has the structure: 




5 

In one embodiment, Ri is-thienyl; and wherein A is H. 

In one embodiment, R2 is isoprqpyl, 

10 In one embodiment, the compound has the structure: 




The invention provides a compound having the structure: 




R2. 



15 wherein W is 




wherein each Ri is independently hydrogen, methyl or 
20 ethyl; 
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wherein R2 is straight- chained or branched' C3-C4 
alkyl or cyclopropyl; 

wherein R3 is hydrogen, aryl or heteroaryl, wherein the 
5 aryl or heteroaryl is optionally substituted With one or 
more -H, -F, -CI, -Br, -I, -CN, -NO2, straight chained 
or branched C1-C7 alkyl. 

wherein each A is independently -H, -F, -Cl, -Br, -CN, 
10 -NO21 -COR3, -CO2R3, straight chained or branched " Ci-C7 
alkyl, monofluoroalkyl or polyf luoroalkyl; 

wherein X is O, NR3, CO or may be absent; and 

15 wherein Y is hydrogen, aryl or heteroaryl, wherein the 
aryl or heteroaryl is optionally substituted with one oi: 
more -P, -CI, -Br, -I, -CN, -N02# straight chained or 
branched Cx-Cv alkyl. 

20 In one embodiment, W is 




and wherein X is O or may be absent. 
25 In one embodiment, R2 is isopropyl. 



30 
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In one embodiment, the compound has the structure: 




N 




Q 

F F 



In one embodiment/ the compotind has the structure: 




10 



In one embodiment, W is 




In one embodiment, A is -H, -F, -CI, -Br. 



15 In one embodiment, R2 is isopropyl; and A is hydrogen. 



In one embodiment, the compound has the structure: 
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This invention provides a compound having the structure: 

5 ' 




wherein W is 




10 

wherein Ri is hydrogen, straight chained or branched 
C1-C7 alkyl, aryl or heteroaryl, wherein the aryl or 
heteroaryl is optionally substituted with one or more 
-F, -CI, -Br, -CN, -NO2, -OCH3, -CO2CH3, -CF3, phenyl, 
15 straight chained or branched C1-C7 alkyl; 

wherein R2 is straight -chained or branched C3-C4 alkyl or 
cyclopropyl ; 

20 wherein A is -H, -F, -CI, -Br, -CN, -NO2, -CORi, -CO2R1, 

straight chained or branched C1-C7 alkyl, monof luoroalkyl 
or polyf luoroalkyl or phenyl. 



wherein each B is independently -H, -F, -Cl, -Br, -I, 
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10 



15 



20 



-CN, -NO2, -CX)Ri, -CX)2Ri, - OCH3, -OCF3, -CF3, Straight 
chained or branched Ci-C7 alkyl, monofluoroalkyl or 
polyfluoroalkyl or aryl, phenoxy or benzyloxy^ wherein 
the aryl, phenoxy or benzyloxy is optionally substituted 
with one or more -F, -Cl, -Br, -CN, -NO2, -CORi, -CO2R1, 
-OCH3, -0CF3^ -CF3 or straight chained or branched CI -C3 
alkyl. 

In one embodiment, W is 



In one embodiment, Ri is hydrogen or phenyl optionally 
substituted with one or more -F, -CI, -Br, -CN, -NO2, 
straight chained or branched C1-C7 alkyl. 

In one embodiment, R2 is isopropyl. 

In one embodiment, the compound has the structure: 
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In one embodiment , the coir5>ound has the structure : 




This invention provides a coiqpound having the structure: 




5 

wherein Ri is hydrogen, straight chained or branched 
C1-C7 alkyl, aryl or heteroaryl, wherein the aryl or 
heteroaryl is optionally substituted with one or more 
r-P/ -CI, -Br, -CN, -NO2, -CF3, -OCH3, straight chained or 
10 branched Cx-C^ alkyl; 

wherein R2 is straight-chained or brsuiched C3-C4 alkyl or 
cyclopropyl ; 

15 wherein R3 is -H, -F, -CI, -Br, -I, -CN, -NO2, -CF3, 

-OCH3, or straight chained or brcinched CX-C3 alkyl, 
monof luoroalkyl or polyf luoroalkyl, or a- phenyl ring 
fused to Ce and C7 of the indole moiety; 

20 wherein R4 is hydrogen or aryl optionally substituted 
with one or more -F, -CI, -Br, -I, -CN, -NO2, -CF3, 
straight chained or branched Ci-Ca alkyl; 
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wherein A is -H, -F, -CI, -Br, -CN, -NO2/ straight- 
chained or branched C1-C7 alkyl, monofluoroalkyl or 
polyf luoroalkyl ; and 

5 

wherein n is an integer from 2 to 4 inclusive. 

In one embodiment, R3 is -H, -F^ -CI, -Br, -I, -CN, -NO2/ 
-OCF3 or -OCH3; and 

10 

wherein R4 is hydrogen or phenyl optionally substituted 
with one or more -F, -CI or -CF3. 

In one embodiment, Ri is hydrogen or phenyl optionally 
15 substituted with one or more ~F, -CI, -Br, -CN, -NO2, 

-CF3, -OCH3 or straight chained or branched C1-C3 alkyl; 

In pne embodiment, R2 is isopropyl, 
20 In one embodiment, the compound has the structure: 




25 
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In one embodiment, the compound has the structure: 




In one embodiment, the compound has the structure: 




This invention provides a compound having the structure: 

A 




wherein each Ri is independently hydrogen or CH3; 



15 



wherein R2 is straight -chained or branched C1-C4 alkyl or 
cyclopropyl ; 

wherein R3 is benzyl or phenyl, wherein the benzyl or 
phenyl is optionally substituted with a methylenenedioxy 
group or one or more -F or -CI; 
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' : : ; wherein A is -H, -F, -CI, Br, - -CN/^^^ straight 
chained or branched C1-C7 alkyl, monofluoroalkyl or 
polyf luoroalkyl ; 

5 wherein X is (CH2)2/ COCH3 or CONH; 

In one embodiment, R3 is phenyl optionally' substituted 
with one or more -P; and 

10 wherein A is hydrogen. 

In one embodiment, X is CONH. 

In one embodiment, R2 is methyl. 

15 

In one embodiment, the conpoxmd has the stzxLcture: 




In one embodiment, the compound has the structure: 



F 




20 

wherein each Y is independently hydrogen or -P. 



In one embodiment, the compound has the structure: 
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F 




In one embodiment, the compound has the structure: 



F 




In one embodiment, R3 is benzyl optionally substituted 
with a methylenedioxy group or one or more -F or -Cl- 
io 

In one embodiment, the compound has the structure: 




15 wherein each Y is independently hydrogen or -F. 



wo 03/004027 



PCT/US02/21063 



24 

In one embodiment, the compound has the structure: 




In one embodiment, the conqpound is enantiomerically 
5 pure , 

In one embodiment, the corapoxxnd is diastereomerically 
pure. 

10 In one embodiment, the coic^oxuid is enantiomerically and 
diastereomerically pure. 

This invention also provides a pharmaceutical 
composition comprising a therapeutically amoimt of a 
15 compound of the invention and a pharmaceutical ly 
acceptable carrier. 

In one embodiment, the amount of the compoimd is from 
about O.Olmg to about 50Qmg. 

20 

In one embodiment, the amoxmt of the compound is from 
about O.lmg to about 60mg'. 



25 



In one embodiment , the amoimt of the compound . is from 
about Img to about 20mg. 
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In one embodiment, the pharmaceutical composition 
consists of a carrier which is a liquid and the 
cortqDosition is a solution. 

5 In one embodiment, the pharmaceutical composition 
consists of a carrier which is a solid and the 
composition is a tablet. 

In one embodiment, the pharmaceutical composition 
10 consists of a carrier which is a gel and the composition 
is a suppository. 

The invention also provides a process for making a 
pharmaceutical composition comprising admixing a 
15 . therapeutically effective amoxint of the confound of any 
of the invention and a pharmaceutical ly acceptable 
carrier. 

This invention also provides the method of treating a 
20 subject suffering from a disorder selected from the 
group consisting of depression, anxiety, urge 
incontinence, or obesity comprising administering to the 
subject a therapeutically effective amount of the 
compound of the invention. 

25 

In one embodiment, the therapeutically effective amount 
is between about 0.03 and about 1000 mg per day. 

In one embodiment, the therapeutically effective amount 
30 is between about 0.30 and about 300 mg per day. 

In one embodiment, the therapeutically effective amount 
is between about 1.0 and about 100 mg per day. 
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In one embodiment, the disorder is depression. 
In one embodiment, the disorder is anxiety. 

5 

In one embodiment, the disorder is obesity. 

In one embodiment, the disorder is urge incontinence. 

10 The invention provides the method of reducing the body 
mass of a subject, which comprises administering to the 
stibject an amount of a compound of the invention 
effective to reduce the body mass of the subject- 

15 The invention provides the method of treating a subject 
suffering from depression, which conprises administering 
to the sxibject an amount of a compound of any of claims 
of the invention . effective to treat the subject's 
depression. 

20 

The invention 'provides the method of treating a subject 
suffering from cUMciety, which comprises administering to 
the subject cui amount of a compound of the invention 
effective to treat the subject's anxiety, 

25 

The invention provides the method of alleviating urge 
urinary incontinence in a subject suffering from an 
overactive bladder, which comprises administering to the 
subject an amount of the compound of the invention 
30 effective to alleviate the subject's urge urinary 
incontinence . 
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The invention provides the method of managing obesity 
in a sxibject in need of weight loss, which comprises 
administering to the subject an amount of a compound of 
the invention effective to induce weight loss in the 
5 subject. 

The invention provides the method of managing obesity in 
a subject who has eaqperienced weight loss, which 
comprises administering to the subject an amoxint of a 
10 compound of the invention effective to maintain such 
weight loss in the subject • 

The invention provides the method of treating overactive 
bladder in a subject, which comprises administering to 
15 the subject an amount of a compound of auay of the 

invention effective to treat the siibject's overactive 
bladder. 

The invention provides the method of treating a disorder 
20 in a subject^ wherein the symptoms of the sxibject can be 

alleviated by treatment with an MCHl antagonist, wherein 
the MCHl antagonist is the confound of the invention. 

The invention provides the method of alleviating the 
25 symptoms of a disor4der in a subject, which comprises 

administering to the subject an amount of an MCHl 
antagonist effective to alleviate the symptoms, wherein 
the MCHl antagonist is the compound of the invention. 




10 
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wherein each V is independently phthalimide, aryl, 
phenoxy or heteroaryl/ wherein the aryl, phenoxy or 
5 heteroaryl is optionally sTjbstituted with one or more F; 

CI; Br; I; COR5; CO2R5; -OCOR5; -CON(R5)2; ~N(R5)COR5; CN; 
-NO2; -N(R5)2; -OR5; -SRs; (CH2)qOR5; (CH2)qR5; (CH2)qSR5; 
straight chained or branched Ci-C? alkyl, 
monofluoroalkyl, polyf luoroalkyl, aminoalkyl, or 
10 carboxamidoalkyl ; straight chained or branched C2-C7 

alkenyl, C2-C7 alkynyl; aryl; phenoxy; C3-C7 cycloalkyl, 
monof luorocycloalkyl, polyf luorocycloalkyl or 

cycloalkenyl ; 

15 wherein each W is independently aryl or heteroaryl, 
wherein the aryl or heteroaryl is optionally substituted 
with one or more F; CI; Br; I; COR3; -OCOR3; CO2R3/ 
-C0N(R3)2; -N(R3)COR3; CN; -NO2; -N(R3)2; -OR3; -SR3; 
{CH2)qOR3; {CH2)qSR3; straight chained or branched C1-C7 

20 alkyl, monof luoroalkyl , polyf luoroalkyl, aminoalkyl, or 
carboxamidoalkyl; straight chained or branched C2-C7 
alkenyl, C2-C7 alkynyl; aryl; phenoxy; C3-C7 cycloalkyl, 
raonof luorocycloalkyl, polyf luorocycloalkyl or 

cycloalkenyl ; 



25 
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wherein X is hydrogen or - OR3, provided that when X 
is -OR3 the V geminal to X cannot be phthaliraide; 

wherein Y is hydrogen, =0 (carbonyl oxygen), OR3, OV, 
5 GOV, =NNHV, =NNR5, NZR5, NZV, NCONV (ureas), NCONRs, NRa, 

carbazole, indole or phthalimide; 

wherein each R is independently -H; -F; straight chained 
or branched C1-C7 alkyl, monof luoroalkyl or 
10 polyf luoroalkyl; straight chained or branched C2-C7 
alkenyl or alkynyl; -N(R3)2; -NO2; -CN; -CO2R3; -OCOR3; 
-OR3; or -N(R3)C0R3; -C0N(R3)2; 



wherein each R3 is independently -H; straight chained or 
15 branched C1-C7 alkyl, monof luoroalkyl or polyf luoroalkyl; 

straight chained or branched C2-C7 alkenyl or alkynyl; 
C3-C7 cycloalkyl, monof luorocycloalkyl , 

polyf luorocycloalkyl or cycloalkenyl ; 

20 wherein each R5 is -H; -NO2; -N3; -CN; straight chained 
or branched C1-C7 alkyl, monof luoroalkyl or 
polyf luoroalkyl ; straight chained or branched C2-C7 
alkenyl or alkynyl; C3-C7 cycloalkyl, 

monof luorocycloalkyl , polyf luorocycloalkyl or 

25 cycloalkenyl; -N(R3)2; -OR3; -(CH2)pOR3; -COR3; -CO2R3; 

-OCOR3; -CON(R3)2; -N(R3)COR3; axyl or heteroaryl, wherein 
the aryl or heteroaryl is optionally substituted with 
one or more P; CI; Br; I; CORe; CO2R3; -OCOR3; -CON(R3)2; 
-N(R3)COR3; CN; -NO2; -N(R3)2; "ORs; -SRc; (CH2)^R6; 

30 (CH2)qSR6; Straight chained or branched Cx-C? alkyl, 

monof luoroalkyl, polyf luoroalkyl, aminoalkyl, or 
carboxamidoalkyl ; straight chained or branched C2-C7 
alkenyl, C2-C7 alkynyl; C3-C7 cycloalkyl. 
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monof luorocycloalkyl , polyf luorocycloalkyl or 

cycloalkenyl; 

wherein is. -H; straight chained or branched C1-C7 

5 alkyl, monof luoroalkyl or polyf luoroalkyl ; straight 
chained or branched C2-C7 alkenyl or alkynyl; C3-C7 
cycloalkyl , monof luorocycloalkyl , polyf luorocycloalkyl 
or cycloalkenyl; -N{R3)2; -"OR3; -(CH2)pOR3; -COR3; -CO2R3; 
-OCOR3; -CON(R3)2; -N(R3)COR3; aryl, benzyl or heteroaryl, 

10 optionally substituted with one or more F; CI; Br; I;. 
COR3; CO2R3; -OCOR3; -CON(R3)2; -N{R3)C6R3, CN; -NO2; 
-N(R3)2; -OR3; -SR3; (CH2)qOR3; {CH2)qSR3; straight chained 
or branched C1-C7 alkyl, monof luoroalkyl , 

polyf luoroalkyl, aminoalkyl, or carboxamidoalkyl ; aryl; 

15 benzyl; straight chained or branched C2-C7 alkenyl, C2-C7 
alkynyl ; C3 -C7 cycloalkyl , monof luorocycloalkyl , 
polyf luorocycloalkyl or cycloalkenyl; 

wherein Z is CO, SO2 or SO2NR6; 

20 

wherein each m is independently an integer from 0 to 3 
inclusive; 

wherein each* n is independently an integer from 0 to 5 
25 inclusive; 

wherein each p is independently an integer from 1 to 7 
inclusive; and 

30 wherein q is an integer from 1 to 3 inclusive; 

or a pharmaceutical ly acceptcQ^le salt thereof. 
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As used in the present invention, the term ^crycloalkyl" 
includes C3-C7 cycloalky moities which may be 
substituted with one or more of the following: P; CN; 
5 -NO2; straight chained or branched C1-C7 alkyl, straight 
chained or branched C1-C7 monofluoroalkyl, straight 
chained or branched C1-C7 polyf luoroalkyj. , straight 
chained or breoiched C2-C7 alkenyl, straight chained or 
branched C2-C7 alkynyl; C3-C7 cycloalkyl, C3-C7 
10 monofluorocycloalkyl, C3-C7 polyf luorocycloalkyl, C5-C7 
cycloalkenyl, -N(R3)2; -OR3; -NCOR3; -COR3; -CO2R3; 
-C0N(R3)2 or (CH2)p-0-(CH3)b-CH3. 

In the present invention, the term ''cycloalkenyl'' 
15 includes C5-C7 cycloalkenyl moities which may be 

stibstituted with one or more of the following: -F; 
-CI; -Br, -I; CN; -NO2; Straight chained or branched 
C1-C7 alkyl, straight chained or branched C1-C7 
monof luoroalkyl, straight chained or branched C1-C7 
20 polyf luoroalkyl, straight chained or branched C2-C7 
alkenyl, straight chained or branched C2-C7 alkynyl; C3-C7 
cycloalkyl, C3-C7 monof luorocycloalkyl, C3-C7 

polyf luorocycloalkyl, C5-C7 cycloalkenyl, -N(R3) 2; -OR3; 
-NCOR3; -COR3; -CO2R3; -C0N(R3>2 or (CH2)p-0-(CH3)ai-CH3. 

25 

As used in the present invention, the term "heteroaryl" 
is used to include five and six membered unsatiirated 
rings that may contain one or more oxygen, sulfur, or 
nitrogen atoms. Examples of heteroairyl groups include, 
30 but are not limited to, furanyl, thienyl, pyrrolyl, 
oxazolyl , thiazolyl , imidazolyl , pyrazolyl , isoxazolyl , 
isothiazolyl , oxadiazolyl , triazzolyl , thiadiazolyl , 
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pyridyl, pyridazinyl, pyrimidinyl , pyrazinyl, and 
triazinyl. 



In addition, the term "heteroaryl" is used to include 
5 fused bicyclic ring systems that may contain one or more 
heteroatoms such as oxygen, sulfur and nitrogen. 
Examples of such heteroaryl groups include, but are not 
limited to, indolizinyl, indolyl, isoindolyl, 
benzo tb] f uranyl , benzo [b] thiophenyl , indazolyl , 

10 benzimidazolyl, purinyl, benzoxazolyl, benzisoxazolyl, 
benzo [b] thiazolyl, imidazo[2, 1-b] thiazolyl, cinnolinyl, 
quinazolinyl, quinoxalinyl^ 1, 8-naphthyridinyl, 

pteridinyl, quinolinyl, isoquinolinyl, phthalimidyl and 
2,1,3 -benzothiazolyl . 

15 

The term ^heteroaryl" also includes those chemical 
moieties recited above which may be substituted with one 
or more of the following: -F; -Cl; -Br, -I; CN; 
-NO2; straight chained or branched C1-C7 alkyl, straight 

20 chained or branched C1-C7 monof luoroalkyl, straight 
chained or branched C1-C7 polyf luoroalkyl, straight 
chained or branched C2-C7 alkenyl, straight chained or 
branched C2-C7 alkynyl; C3-C7 cycloalkyi, C3-C7 
monof luorocycloalkyl, C3-C7 polyf luorocycloalkyl, C5-C7 

25 cycloalkenyl,-N(R3)2; -OR3; -NCOR3; "COR3; -CO2R3; - 
C0N(R3)2 or (CH2)p-0-(CH3)„-CH3. 
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. In still another embodiment ^ of the above described 

...... . ....... 

invention, the congpound has the structure: 




In a further embodiment of the instant invention, is 
straight - -chained or branched C1-C7 alkyl; C3-C7 
cycloalkyl; -NlRaja; -OR3; -(CH2)pOR3; aryl, benzyl or 
heteroaryl, optionally substituted with one or more P; 
10 CI; Br; I; -OR3; -(CH2)qOR3; or straight chained or 

branched C1-C7 alkyl. 



15 
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In an . embodiment of the present invention, 
compoxind has the structure: 




o 



5 In a further embodiment of the present invention, at 

least one V is phenyl optionally substituted with one or 
more F; CI; Br; -OR3; (CH2)qOR3; straight chained or 
branched C1-C7 alkyl; C1-C7 polyf luoroalkyl; or phenoxy. 

10 In one embodiment of the present invention, the compound 
is : 




In one embodiment, the coitqpound is: 
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In one embodiment, the compound is: 




In another embodiment of the present invention, the 
5 compottnd has the structure: 

O 




In a further embodiment of the present invention^ at 
least one V is phenyl optionally substituted with one or 
10 more F; CI; Br; -OR3; (CH2)qOR3; straight chained or 
branched C1-C7 alkyl; C1-C7 polyf luoroalkyl ; or phenoxy. 

In another embodiment of the present invention, the 
compound is 



15 




wo 03/004027 



PCT/US02/21063 



37 

In one embodiment, the compound is 




In a further embodiment of the present invention, the 
corttpoxmd has the structure: 

5 




In another embodiment of the present invention, at least 
one V is phenyl optionally substituted with one or more 
10 F; CI; Br; -OR3; -CORa; (CH2)qOR3; straight chained or 

branched C1-C7 alkyl; C1-C7 polyf luoroalkyl; aryl or 
phenoxy. 



15 
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In yet another embodiment of the present invention, 
the compound is 




5 In one embodiment, the compound is 




In one embodiment, the compound is 



10 
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In one embodiment, the compotmd is 




In one embodiment, the compound is 




5 

In an embodiment of the present invention, the compound 
has the structure: 




R 



lo- 
in a further embodiment of the present invention, at 
least one V is phenyl optionally substituted with one or 

15 more F; CI; Br; (CH2)qOR3; straight chained or 

branched Cx-C? alkyl; C1-C7 polyf luoroalkyl ; or phenoxy. 
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In yet another embodiment of the present invention, the 
compound is 




5 In one embodiment, the compound has the structure: 



10 




In one embodiment, the compoxind has the structure: 




20 
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In one embodiment, the coirrpowd has the structure: 




5 

In one embodiment, the compound has the structure: 




10 In one embodiment, the compound has the structure: 




In one embodiment, the compound has the structure: 

15 




20 



wo 03/004027 



PCT/US02/21063 



43 

In one embodiment of the corapotand, at least one V is 
phenyl or heteroaryl optionally substituted with one or 
more F; CI; Br; I; R5; -OR5; -(CHal^^Rs; -(CH2)qR5; 
5 straight chained or branched C1-C7 alkyl; C1-C7 
monoflouroalkyl or polyf louroalkyl ; or phenoxy. 

In one embodiment, the compoiind has the structure: 
10 In one embodiment, the confound has the structure: 




In one embodiment of the compound, V is phenyl which is 
optionally substituted with one or more F; CI; Br; -OR5; 
15 -(CH2)qOR5; -(CH2)qR5; straight chained or branched C1-C7 

alkyl; C1-C7 monof louroalkyl or polyf louroalkyl; or 
phenoxy. 




In one embodiment, the compound has the structure: 



20 
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In one embodiment, the compound has the structure: 

H 



O 



Y 

In one embodiment, the coinpound has the structxire: 



R 

In one embodiment, the compound has the structure: 




N-H 



0=-N* 



In one embodiment, the compound has the structure: 



r 

10 In one embodiment of the compound, R5 is straight chained 

or branched C1-C7 alkyl; C3-C7 cycloalkyl; 

-N(R6)2; -ORe; -{CHzOqORe; -CH(R€)2; -(CH2)qR6 ; or aryl, 
benzyl or heteroaryl, wherein the aryl, benzyl or 
heteroaryl is optionally .substituted with one or more F; 
15 CI; I; Re; -N(R6)2; -ORg; -(CH2)qOR6; -(CH2)qR«? or straight 

chained or branched C1-C7 alkyl. 



20 
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In one ernboditnent , the coii?)Oimd has the structure: 




In one enibodiment , the compound has the structure: 




In one erabodiment of the compoiindr X is hydrogen and Y 
is carbazole optionally substituted with one or more F; 
CI; Br; R5; -OR5; -(CH2)qOR5; -(CHa^qRs ; straight chained 
* or branched Ci - C7 alkyl; or C1-C7 monoflouroal]«yl or 
10 polyflouroalkyl; or phenoxy. 

In one embodiment, the compoxind has the structure: 




15 In one embodiment, the compoimd has the structure: 
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In one embodiment of the conqaound, Y is hydrogen and 
V is an indole, which can be optionally substituted with 
one or more P; CI; Br; R5; -CO2R5; -OR5; -(Cai2)qOR5; - 
(CH2)qR5; straight chained or branched Cx - C7 alkyl; C1-C7 
5 monof louroalkyl or polyf louroalkyl ; or phenoxy on the 1, 
2, 3, 4 , 5, 6 or 7 positions. 

In one embodiment, the compound has the structure: 

R 




10 

In one embodiment, the conqpound has the structxire: 



15 




In one embodiment, the cornpoimd has the structure: 
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In one embodiment, the corapoimd has the s true tu^ 



6 ^ 



In one embodiment, the compound has the structure: 




5 In one embodiment, the compound has the structure: 




15 
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In one eiobodiment, the compound has the structuxe 




In one embodiment, the compound has the structure: 

5 




In one embodiment, the compound has the structure: 

10 




In one embodiment, the compound has the structiire: 
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In one embodiment, the conqpound has the structure: 
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The present invention provides a compond having the 
srucuture: 

X 



5 



Rs R4 Rs R4 



X 



or 

R4 

wherein each X is independently O or S; 
wherein q is 1 or 2; 



10 wherein each R2 is independently H; -(CH2)tXR3; 

-(CH2)tC(X)N{R3)2; - (CH2)tC02R3; -CO2R3; straight cHained or 
brcinched Ci-Cv alkyl optionally substituted with 
-N(R3)2; -CON(R3)2 or -N(R3)C(0)R3; straight chained or 
branched C2-C7 alkenyl, or alkynyl; or C3-C7 cycloalkyl or 

15 C5-C7 cycloalkenyl ; 

wherein each t is independently an integer from 1 to 4 
inclusive; 

20 wherein each R3 is independently H; straight chained or 
branched C1-C7 alkyl, straight chained or branched C2-C7 
alkenyl, or alkynyl; or C3-C7 cycloalkyl or C5-C7 
cycloalkenyl ; 
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wherein R4 is aryl, heteroaryl, C1-C7 alkyl substituted 
with one or two aryl, or C1-C7 alkyl substituted with one 
or two heterocu:yl; wherein the aryl or heteroaryl may be 
5 substituted with one or more of F, CI, Br, I, 

-CN, -NO2, -N{R3)2f -COR3, -(CH2)nXR3, -(CH2)nC(X)NR3, 
- (CH2) nN {R3) C (X) R3 , - {CH2) 11CQ2R3 i - (CH2) aOCORa , straight 
chained or branched C1-C7 alkyl, monofluoroalkyl OR 
polyf luoroalkyl or straight chained or branched C2-C7 
10 aminoalkyl, alkenyl or alkynyl, or C3-C7 cycloalkyl or 
C5-C7 cycloalkenyl ; 

wherein each n independently is an integer from 0 to 7 
inclusive; 

15 

wherein R5 is H; aryl, C1-C7 alkyl substituted with aryl, 
heteroaryl, or C1-C7 alkyl substituted with heteroaryl; 
wherein the aryl or heteroaryl may be substituted with 
one or more of F, CI, Br, I, -CN, -•NO2, -N(R3)2/ -COR3, - 
20 (CH2)nXR3, - (CH2)nC(X)NR3, - (CH2) nCOaRs, straight chained or 

branched C1-C7 alkyl, monofluoroalkyl, polyf luoroalkyl or 
carboxamidoalkyl, or straight chained or branched C2-C7 
aminoalkyl, alkenyl or alkynyl, or C3-C7 cycloalkyl or 
C5-C7 cycloalkenyl; 

25 

where Rs and one R2 on adjacent carbon atoms together may 
form aryl, heteroaryl, indane or tetrahydronaphthy 1 , C3- 
C7 cycloalkyl, or heterocycloalkyl wherein one or two 
heteroatoms may be O, N or S; 

30 

wherein Ri is 
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Re 



5 

# ' ■ 

wherein* each V is independently aryl, phenoxy .or- 
heteroaryl, wherein the aryl, phenoxy or heteroaryl is 
optionally substituted with one or more F; CI; Br; I; 

10 COR5; CO2R5; ' -OCOR5; -CON(R5)2; -N(R5)COR5; CN; -NO2; ~ 

N(Rs)2; -OR5; -SR5; {CH2)qOR5; (caEl2)qSR5; Straight chained 
or branched C1-C7 alkyl optionally substituted with - 
CON(R5)2. -N(R5)C(0)R3 or N(R3)2/ Straight chained or 
branched monof luoroalkyl or polyf luoroalkyl , straight 

15 chained or branched C2-C7 alkenyl, C2-C7 alkynyl; 

phenoxy; or C3-C7 cycloalkyl, monof luorocycloalkyl , 
polyfluorocycloalkyl or cycloalkenyl ; 

wherein each Rg is independently H; (CH2)tXR3; 
20 (CH2)tC(X)NR3; (CH2) tN (R3) C (X) R3; (CH2)tC02R3; (CH2)tOCOR3; 

straight chained or branched C1-C7 alkyl optionally 
substituted with -CON(R3)2 or -NC(0)R3; straight chained 
or branched C2-C7 alkyl substituted with -N(R3)2; straight 
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chained or branched C2-C7 alkenyl or alkyxiyl; or C3-C7 
cycloalkyl or CS-C7 cycloalkenyl; 

where each R7 is independently H; F; CI; Br; I; -COR3; - 
5 CO2R3; -(CHi)„XR3; -(CH2)„N(R3)C(0)R3; (CHa) nC (X)N (R3) 2; - 

(C3H2)*nC02R3; -CN; -NO2; -N(R3)2; straight chained or 
brcmched Cx-C? alkyl, hydroxyalkyl, aminoalkyl, 
carboxamidoal3qrl, alkoxyalkyl, monofluoroalkyl or 
polyfluoroalkyl; straight chained or branched C2-C7 

10 alkenyl or allquyl; C3-C7 cycloalkyl, 

monofluorocycloalkyl, polyfluorocycloalkyl or C5-C7 
cycloalkenyl, wherein the alkyl, aminoalkyl, 
carboxamidoalkyl, hydroxyalkyl , alkoxyalkyl, alkenyl, 
alkynyl, cycloalkyl or cycloalkenyl may be substituted 

15 with one or more aryl or heteroaryl, wherein the aryl or 
heteroaryl may be substituted with one or more of F, CI, 
Br, I, -(CH2)xiXR3, -COR3, -(CH2)nC(X)N(R3)2,-(CH2)nC02R3, - 
CN, -NO2, - (CH2)nN(R3)C(0)R3; -N(R3)2. -SO2R3, straight 
chained or branched C1-C7 alkyl, monofluoroalkyl or 

20 polyfluoroalkyl, straight chained or branched C2-C7 
alkenyl or alkynyl, or C3-C7 cycloalkyl, 
monofluorocycloalkyl, polyfluorocycloalkyl or CS-C7 
cycloalkenyl; aryl or heteroaryl, wherein the aryl or 
heteroaryl may be substituted with one or more of F, CI, 

25 Br, I, -(CH2)JCR3. -COR3, -{CH2)nC(X)N(R3)2 
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-(C3l2)„C02R3, - (CH2)nM(R3)C{0)R3; -CN, -NOa, 

-N(R3)2, -SOaRa* straight chained or branched C1-C7 alkyl, 
straight chained or branched Ci-C? tnonof luoroalkyl or 
polyfluoroalkyl, straight chained or branched C2-C7 
5 alkenyl or alkynyl, or C3-C7 cycloalkyl, 
monofluorocycloalkyl/ polyfluorocycloalkyl or CS-C7 
cycloalkenyl ; 

wherein B is CO, SO2 or S02NRe; 

10 

wherein Re is -H; straight chained or branched C1-C7 
alkyl, monof luoroalkyl or polyfluoroalkyl; straight 
chained or branched C2-C7 alkenyl or alkynyl; C3-C7. 
cycloalkyl , monofluorocycloalkyl , polyfluorocycloalkyl 

15 or cycloalkenyl; -N(R3)2; -NR3C(0)R3; -OR3; -{CH2)pOR3; - 

COR3; -CO2R3; -OCOR3;-CON(R3)2; aryl or heteroaryl, 
optionally substituted with one or more F; CI; Br; I; 
COR3; CO2R3; -OCOR3; -NR3C(0)R3; -C0N(R3)2; CN; -NO2; - 
N (R3 ) 2 ; -OR3 ; - SR3 ; {CH2 ) qORa ; ( CH2 ) qSRs ; straight chained 

20 or branched Ci-C7 alkyl optionally siibstituted with - 
C0N(R3)2/ -NR3C(0)R3 or -N(R3)2; straight chained or 
branched * monof luoroalkyl, polyfluoroalkyl; straight 
chained or branched C2-C7 alkenyl, C2-C7 alkynyl; C3-C7 
cycloalkyl , monofluorocycloalkyl , polyfluorocycloalkyl 

25 or cycloalkenyl; 

wherein each m independently is an integer from 0 to 3 
inclusive; 



30 wherein Z is 
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R2 Re 
II T R9 1 

^Y^^<^^ ,or 
R2 Rg 
^2 R9 





or C2-C7 alkenyl, wherein the C2-C7 alkenyl may be 
unsubstituted or substituted with one or more R9 groups; 



wherein each R9 is independently H; F? CI; Br; I; 
' - (CH2)niXR3; (CH2)mC{X)NR3; (CH2)mC02R3; straight chained or 
10 branched C1-C7 alkyl, monof luoroalkyl , polyf luoroalkyl, 
aminoalkyl, or carboxamidoalkyl ; straight chained or 
branched C2-C7 alkenyl, or alkynyl; or C3-C7 cycloalkyl or 
C5-C7 cycloalkenyl ; 
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10 



wherein Rio is H; (CHajtXRs; (CH2)tC(X)NR3; (CH2)tCQ2R3; 
straight chained or branched Cx-C7 alkyl, 
carboxamidoalkyl; straight chained or branched C2-C7 
aminoalJqrl, alkenyl, .or alkynyl; or C3-C7 cycloalkyl or 
C5-C7 cycloalkenyl; 

wherein Y is S, O, or NRio; 

wherein each p is independently an integer from 1 to 7 
inclusive ; 

or a pharmaceutical ly acceptable salt thereof. 

In a further embodiment of the present invention, the 
compound has the following structure: 



In an additional embodiment of the present invention, 
the confound has the structure: 



X 



X 
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; or 



In an additional embodiment of the present invention, 
5 the compound has the structure: 




In one embodiment of the. present invention, Z is: 

10 




20 
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This invention provides a corapound having the structure: 




wherein Ri is hydrogen, straight chained or branched 
5 C1-C7 alkyl, monofluoroalkyl or polyfluoroalkyl, aryl of 
heteroaryl, wherein the aryl or heteroaryl is optionally 
substituted with one or more -F, -CI, -Br, -I, -CN, 
-NO2, -CH3, -CF3, -COCH3, -C02R2# phenyl, phenoxy or 
straight chained or branched C1-C7 alkyl; 
10 . 

wherein R2 is straight -chained or branched C3-C4 alkyl or 
cyclopropyl; 

wherein R3 is aryl or heteroaryl, wherein the aryl or 
15 heteroaryl is optionally siibstituted with one or more 

-F, -CI, -Br, -I, -CN, . -'NO2, straight chained or 
branched C1-C7 alkyl; 

wherein A is -H, *-F, -CI, -Br, -CN, -NO2, "-COR3, -COzRaf 
20 straight chained or branched CX-C7 alkyl, monofluoroalkyl 

or polyf luoroalkyl; 

wherein X is O or NH; 

25 wherein n is an integer from 0 to 5 inclusive; 



In one embodiment, Ri is aryl optionally substituted with 
one or more -F, -CI, -Br, -I, -CN, -NO2, -COCH3, 
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-C02R2f Straight chained or branched C1-C7 alkyl; 
wherein R3 is phenyl; 
5 wherein A is H; and 
wherein X is O. 

In one embodiment, R2 is isopropyl. 

10 

In a preferred embodiment, X is NH, Ri is alkyl and n is 
1 or 2. 

In the most preferred embodiment, X is O, Ri is 3-acetyl 
15 phenyl, R2 is isopropyl, R3 is phenyl and n is 1. 

In one embodiment, the conpound has the structure: 




In one embodiment, compound has the structure: 

20 
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In one embodiment, Ri is hydrogen, straight chained 
or branched Ci-C? alkyl; and wherein R3 is aryl. 

In one embodiment, Ra -is isopropyl; and A is hydrogen. 

5 

In one embodiment, .the compound has the structure: 

N 

In one embodiment, the compound has the structure: 

N 

■ °^ 

10 

The present invention also provides a compound having 
the structxxre: 




wherein Ri is aryl or heteroaryl optionally substituted 
with one or more -F, -Cl, -Br, -I, -CN, ~N02/ -OCH3, 
phenoxy, fused cyclopentanyl , straight chained or 
20 branched C1-C7 alkyl, monof luoroalkyl or polyf luoroalkyl ; 
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wherein R2 is straight -chained or branched C1-C4 allcyl or 
cyclopropyl / 

5 wherein A is -H, -F, -CI, -Br, -CN, -NO2, straight 
chained or branched C1-C7 alkyl, monof luoroalkyl or 
polyfluoroalkyl; and 

wherein n is an integer from 1 to 5 inclusive. 

10 

In one embodiment, Ri is aryl optionally s\ibstituted with 
one or more -P, -CI, -Br, -I or straight chained or 
branched C1-C4 alkyl; and 

15 wherein A is H- 

In one embodiment, R2 is isopropyl; and 

wherein n is 2. . 

20 

In a preferred embodiment, n is 2 and R2 is isopropyl. 
In one embodiment, the compound has the structure: 




25 

In one embodiment, the compound has the structure: 
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In one embodiment, the compound has the structure: 




5 In one embodiment, Rx is thxenyl; and wherein A is H. • 
In one embodiment, R2 is isopropyl. 
In one embodiment, the compound has the structure: 

10 

The invention provides a coinpound having the structure! • 




wherein W is 

15 




wherein each Ri is independently hydrogen, methyl or 
ethyl ; 

20 

wherein Rg is straight -chained or branched C3-C4 alkyl or 
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wherein R2 is straight- chained or branched C3-C4 
alkyl or cyclopropyl; 

wherein R3 is hydrogen, aryl or heteroaryl, wherein the 
5 aryl or heteroaryl is optionally substituted with one or 
more -H, -Cl^ -Br, -I, -CN, -N02# straight chained 

or branched C1-C7 alkyl. 

wherein each A is independently -H, -P, -CI, -Br, -CN, 
10 -NO2, -COR3, -C02R3# straight chained or breuiched C1-C7 
alkyl, monofluoroalkyl or polyf luoroalkyl; 

wherein X is 0, NR3, CO or may be absent; and 

15 wherein Y is hydrogen, aryl or heteroaryl, wherein the 
aryl or heteroaryl is optionally substituted with one or 
more -F, -CI, -Br, -I, -CN, -NO2, straight chained or 
branched C1-C7 alkyl, 

20 In one embodiment, W is 




and wherein X is O or may be absent. 
25 In one embodiment, R2 is isopropyl. 
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In one embodiment, the compound has the structure: 



5 




In one embodiment, W is 




% 

Ri 



10 In one embodiment, A is -H, -F, -CI, -Br. 

In one embodiment, R2 is isopropyl; and A is hydrogen. 



In one embodiment, the compound has the structure: 

15 
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This invention provides a coiwpoxmd having the structure: 



% 

wl^erein Ri is hydrogen, straight chained or branched 
Ci«C7 alkyl, aryl or heteroaryl, wherein the aryl or 
heteroaryl is optionally substituted with one or more 
10 -F, -CI, -Br, -CNi -NO2, -OCH3, -CO2CH3, -CF3, phenyl, 

•straight chained or branched C1-C7 alJcyl; 

wherein R2 is straight -chained or branched C3-C4 alkyl or 
cyclopropyl ; 

15 

wherein A is -H, -F, -CI, -Br, -CN, -NO2, -CORi, -CO2R1, 
straight chained or branched Cx-C? alkyl, monofluoroalkyl 
or polyf luoroaikyl or phenyl. 

20 wherein each B is independently -H, -F, -CI, -Br, -I, 

-CN, -NO2, -CORi, -CO2R1, -OCH3, -OCF3, -CF3, straight 
chained or branched C1-C7 alkyl, monofluoroalkyl or 
polyf luoroaikyl or aryl, phenoxy or benzyl oxy, wherein 
the aryl, phenoxy or benzyloxy is optionally substituted 

25 with one or more -F, -CI, -Br, -CN, -NO2, -CORi, -CO2R1, 
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-OCHa, -OCF3, -CP3 or straight chained or 
branched CI -C3 alkyl. 



In one embodiment, W is 



In one embodiment, Ri is hydrogen or phenyl optionally 
substituted with one or more -P, -CI, -Br, -OT, -NO2, 
straight chained or branched C1-C7 alkyl. 

10 

In one embodiment, R2 is isopropyl. 

In one embodiment, the compound has the structure: 




15 In one embodiment, the compound has the structure: 





" ■ N 



o 

N 
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10 



15 



20 



This invention provides a compound having the structure: 



wherein Ri is hydrogen, straight chained or branched 
Cx-Cv alkyl, aryl or heteroaryl, wherein the aryl or 
heteroaryl is optionally substituted with one or more 
-F, -CI, -Br, -CN, -N02f -CF3, -OCH3, straight chained or 
branched "Ci-Ca alkyl; 

wherein R2 is straight-chained or branched C3-C4 alkyl or 
cyclopropyl; 

wherein R3 is -H, -P, -Cl, -Br, -I, -CN, -NO2/ -CP3, 
-OCH3, or straight chained or branched C1-C3 alkyl, 
monof luoroalkyl ' or polyf luoroalkyl , or a phenyl ring 
fused to Cg and C7 of the indole moiety; 

. wherein R4 is hydrogen or aryl optionally substituted 
with one or more -F, -CI, -Br, -I, -CN, -NO2, -CPs, 
straight chained or branched C1-C3 alkyl; 

wherein A is -H, -F, -CI, -Br, -CN, -NO2, straight 
chained or branched C1-C7 allcyl, monof luoroalkyl or 
polyfluoroalkyl; and 




R2 



wherein n is an integer from 2 to 4 inclusive. 
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In one embodiment, R3 is - H, -F, -Cl, -Br, -I, -CN, - 
NO2, -OCF3 or -OCH3; and 

wherein R4 is hydrogen or phenyl optionally substituted 
5 with one or more -F, -CI or -CP3. 

In one embodiment « Ri is hydrogen or phenyl optionally 

substituted with one or more -P, -Cl, -Br, -CN, 

-CP3, -OCH3 or straight chained or branched C1-C3 alkyl; 

10 

In one embodiment, R2 is isoprqpyl. 

In one embodiment, the compound has the structure: 




15 

In one embodiment, the compound has the structure: 




CI 



In one embodiment, the compound has the structure: 



20 
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This invention provides a cotncpoimd having the structure: 




5 wherein each Ri is independently hydrogen or CH3; 

wherein R2 is straight -chained or branched C1-C4 alkyl or 
cyclopropyl ; 

wherein R3 is benzyl or phenyl, wherein the benzyl or 
10 phenyl is optionally substituted with a methylenenedioxy 
group or one or more -F or -CI; 

wherein A is -H, -F, -Cl, -Br, -CN, -NO2, straight 
chained or branched C1-C7 alkyl, monof luoroalkyl or 
15 poly f luoroalkyl; 

wherein X is (CH2)2# COCH2 or CONH; 

.In one embodiment, R3 is phenyl optionally substituted 
20 with one or more -F; and 

wherein A is hydrogen. 

In one embodiment, X is CONH. 

25 

In one embodiment, R2 is methyl. 



In one embodiment, the compound has the structure: 
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In one embodiment, the confound has the structure: 

F 




wherein each Y is independently hydrogen or -F, 



In one embodiment, the compound has the structure: 




10 In one embodiment, the compound has the structure: 
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In one embodiment, R3 is benzyl optionally sxibstituted 
with a methylenedioxy group or one or more or -CI, 

5 In one embodiment, the compound has the structtire: 




wherein each Y is independently hydrogen or -F. 
10 In one embodiment, the compound has the structure: 




In one embodiment, the corapoxond ig enantiomerically 
pure. 

15 In one embodiment, the compotand is diastereomerically 
pure . 

In one embodiment, the compound is enantiomerically and 
diastereomerically pure . 

20 . 

This invention also provides a pharmaceutical 
composition comprising a therapeutically amount of a 
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compound of the invention and a pharmaceutically 
acceptable carrier. 

In one embodiment, the amount of the coir5>ound is from 
5 about 0.0 Img to afbout 500mg. 

In one embodiment, the amount of the compound is from 
about 0. Img to about 60mg. 

10 . In one embodiment, the amount of the conqpound is from 
about Img to about 20rag. 

In one embodiment, the pharmaceutical composition 
consists of a carrier which is a lic[uid and the 
15 composition is a solution. 

In one embodiment, the .pharmaceutical composition 
consists of a carrier which is a solid auxd the 
composition is a tablet. 

20 

In one embodiment, the pharmaceutical con^osition 
consists of a carrier which is a gel and the composition 
is a suppository. . . 

25 The invention also* provides a process for making a 
pharmaceutical composition comprising admixing a 
therapeutically effective amount of the compound of any 
of the invention and a pharmaceutically acceptable 
'carrieir. 

30 

This invention also provides the method of treating a 
subject suffering from a disorder selected from the 
group consisting of depression, anxiety, urge 
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incontinence, or obesity coniprising acJministering to 
the subject a therapeutically effective amount of the 
compoimd of the invention. 

5 In one embodiment, the therapeutically effective amount 
ia between about 0.03 and about 1000 mg per day. 

In one embodiment, the therapeutically effective amount 
is between about 0.30 and about 300 mg per day. 

10 

In one embodiment, the therapeutically effective ampunt 
is between about 1.0 and about 100 mg per day. 

In one embodiment, the disorder is depression. 
15 * • ' . • . 

In one embodiment, the disorder is anxiety. 

In one embodiment, the disorder is obesity. 

20 In one embodiment, the disorder is urge incontinence. 

The invention provides the method of reducing the body 
mass of a subject, which comprises administering, to the 
subject an amount of a compound of the invention 
25 effective to reduce the body mass of the subject. 

The invention provides the method of treating a subject 
suffering from depression, which comprises administering 
to the subject an amount of a compound of any of claims 
30 of the invention effective to treat the subject's 
depression. 
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The invention provides the method of treating a 
subject suffering from euixiety, which comprises 
administering to the subject an amount of a compound of 
the invention effective to treat the subject's anxiety. 

The 'invention provides the method of alleviating urge 
urinary * incontinence in a subject suffering from an 
overactive bladder, which comprises administering to the 
subject an amount of the compoxind of the invention 
10 effective to alleviate the subject's urge urinary 
incontinence. 

The invention provides the method of metnaging obesity in 
a subject in need of weight loss, which comprises 
15 ac3ininistering to the subject an amount of a compoimd of 

' the invention effective to induce weight loss in the 
' subject. 

The invention provides the method of managing obesity in. 
20 a subject who has experienced weight loss, which 
comprises administering to* the subject an amount of a 
compound of the invention effective to maintain such 
weight loss in the subject. 

25 The invention provides the method of treating overactive 
bladder in a sx^bject, which comprises administering to 
the stibject an amount of a compoimd of any of the 
invention effective to treat the subject '.s overactive 
bladder.." 

30 

The invention provides the method of treating a disorder 
in a subject, wherein the symptoms of the subject can be 
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alleviated by treatment with an MCHl antagonist, 
wherein the MCHl antagonist is the corapoxind of the 
invention, 

5 The invention provides the method of alleviating the 
symptoms of a di6or4der in a subject, which comprises 
administering to the subject an amount , of an MCHl 
antagonist effective to alleviate the symptoms, ' wherein 
the MCHl antagonist is the coaqpound of the invention 

10 

As used in the present invention, the term ^heteroaryl'' 
is used to include five and six merabered \insaturated 
rings that may contain one or more oxygen, sulfur, or 
nitrogen atoms. Examples of heteroaryl groups include, 
15 but are not limited to, carbazole, furanyl, thienyl, 
pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, 
isoxazolyl, isothiazolyl, oxadiazolyl, triazolyl, 
thiadiazolyl, pyridyl, pyridazinyl, pyrimidinyl, 
pyrazinyl, and triazinyl. 

20 

In addition, the term "^heteroaryl" is used to include 
fused bicyclic ring systems that may contain one or more 
heteroatoms such as oxygen, sulfur and nitrogen. 
Examples of such . heteroaryl groups include, but are not 

25 limited to, indollzinyl, indolyl, isoindolyl, 
benzo [b] furanyl , benzo [b] thiophenyl , indazolyl , 

benzimidazolyl , purinyl, benzoxazolyl, benzisoxazolyl, 
, benzo [b] thiazolyl, imidazo [2, 1-b] thiazolyl,. cinnolinyl, 
GQiinazol inyl , quinoxalinyl , 1,8 -naphthyridinyl , 

30 .pteridinyl, quinolinyl, isoquinolinyl , phthalimidyl euid 
2,1,3 -benzothiazolyl . 
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The term "heteroaryl" also includes those chemical 
moieties recited above which may be substituted with one 
or more of the following: -F, -CI, -Br, -I, CNT, -NO2, 
straight chained or branched C1-C7 alkyl, straight 
5 chained or branched C1-C7 monof luoroalkyl , straight 
chained or branched C1-C7 polyf luoroalkyl , straight 
chained or branched C2-C7 alkenyl, straight chained or 
branched C2-C7 alkynyl; C3-C7 cycloalkyl, C3-C7 
monofluorocycloalkyl, C3-C7 polyf luorocycloalkyl, C5-C7 
10 cycloaikenyl , 

The term "^heteroaryl" further includes the M-oxides of 
those chemical moieties recited above which include at 
least one nitrogen atom. 

15 

In the present invention, the term ^aryl'' is phenyl or 
naphthyl , 

The invention provides for each pure stereoisomer of any 
20 of the compounds described herein. Such stereoisomers 
may include enantiomers, diastereomers , or E or Z alkene 
or imine isomers. The invention also provides for 
stereoisom'eric ' mixtures, including racemic fixtures, 
diastereomeric mixt\ires, or E/Z isomeric mixtures . 
25 ' Stereoisomers can be synthesized in pure form (N6grSdi>* 
M.; Stereoselective Synthesis , (1987) VCH Editor Ebel, 
H. and Asymmetric Synthesis , Volumes 3 • B 5, (1983) 
Academic Press, Editor Morrison, J.) or they' can be 
resolved by a variety of methods such as crystallization 
30 and chromatographic techniques (Jaques, J.; Collet, A. ; 

Wilen, S.; Enantiomer^ Racemates, and Resolutions, 1981, 
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John Wiley and Sons and Asymmetric Synthesis , Vol. 
2, 1983, Academic Press, Editor Morrison, J) - 

In addition the compoiands of the present invention may 
5 be present as enantiomers diasteriomers , isomers or two 
or- more of the * compounds may be present to . form a 
raceihic or diastereomeric mixture. 

The compounds of the present invention are preferably 

10 80% pure, more preferably 90% pure, and most preferably 
95% pure. Included in this invention are 

pharraaceutically acceptable salts and complexes of all 
of the compounds described herein. The acids and bases 
from which these salts are prepared include but are not 

15 limited to the acids and bases listed herein. The acids, 

include", but are not limited to, the following inorgainic 
acids; hydrochloric acid, hydrobromic acid, hydroiodic 
acid, sulfuric acid and boric acid. The acids include > 
but are not limited to, the following organic acids: 

20 acetic acid, malonic acid, succinic acid; fumaric acid, 

tartaric acid, maleic acid, citric acid, methanesulf onic 
acid, benzoic acid, glycolic acid, lactic acid and 
mandelic acid. The bases include, but are not limited 
to ammonia, methylamine, ethylamine, propylamine, 

25 dimethylamine, • diethylamine, trimethylamine, 

t riethylamine , ethylenediamine , hydroxyethylamine , 
morpholine, piperazine ^d guanidine. This invention 
further provides for the hydrates and polymorphs of all 
of the compoxinds described herein. 



30 



The present invention includes within its scope prodrugs 
of the compoionds of the invention. In general, such 
prodrugs will be functional derivatives of the compounds 



wo 03/004027 



PCT/US02/21063 



80 

of the invention which are readily convertible in vivo 
into the required compound. Thus, in the present 
invention, the term ^^administering" shall encompass the 
treatment of the various conditions described with the 
5 compoxmd specifically disclosed or with a compound which 
may not be specifically disclosed, but which converts to 
the specified compound in vivo after administration to 
" the patient. Conventional procedures for the selection, 
and preparation of suitable prodrug derivatives are 
10 ^ ' described, for example, in Design of Prodrugs, -ed. H.. 
Bimdgaard, Elsevier, 1985. 

' • • The present invention further includes metabolites of. 
the compounds of the present invention. Metabolites 
15 • include active species produced upon introduction of 
compounds of this invention into the biological milieu. 

This invention further provides a pharmaceutical 
composition comprising a therapeutically effective 

20 amount of the compound of the invention and a 
pharrhaceutically acceptable carrier. In one embodiment, 
the amount of the compound is from about 0.01 mg to 
about 800 mg. In another embodiment, the amount of the 
compound is from about 0.01 mg to about 500 mg. In yet 

25 another embodiment, the amount of the compound is from 
cibout 0;1 mg to about 250 mg. In another embodiment, 
the amount of the compound is from about 0.1 mg to about 
60 mg. In yet another embodiment, the amoimt of the 
compound is from about 1 mg to about 20 mg. In a 

30 further, embodiment, the carrier is a liquid and the 
composition is a solution. In another embodiment, - the 
• carrier is a solid and the composition is a tablet. In 
another embodiment, the carrier is a gel and the 
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composition is. a capsule, suppository or a caream. In 
• - a further embodiment the compound may be formulated as a 
part of a pharmaceutically acceptable transdermal patch. 
In- yet a further embodiment, the compound may be 
5 delivered to. - 'the subject by means of a spray or 
inhalant. 

This invention also provides a pharmaceutical 
composition made by combining a therapeutically 
10 effective amount of the compound of this invention and a 
pharmaceutically acceptable carrier. 

.This invention- provides a process for making a 
pharmaceutical . * cbn^osition conqprising combining a 
15 • therap*eutically 'effective amount of the compound of. this 

• invention and a pharmaceutically acceptable carrier. 

- A -solid carrier can include one or more siobstances which 
-may also act as .endogenous carriers (e.g. nutrient or 
20 micronutrient carriers), flavoring agents, liibriccints, 

soliibilizers, suspending agents, fillers, glidants, 
compression aids, binders , or tablet-disintegrating 
agents; it can also be an encapsulating material. In 

• powders*, the carrier is a finely divided solid which is 
25 in admixture ' with the finely divided active ingredient. 

•In tablets, - the active ingredient is mixed with a 
carrier -having the necessary compression properties in 
suitable proportions and contacted in the shape and size 
desired. The powders and tablets preferably contain up 
30 to 99% of the active ingredient. Suitable solid carriers 
include, for example, calcium phosphate, magnesium 
stearate, talc, sugars, lactose, dextrin, starch. 
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gelatin, cellulose, polyvinylpyrrolidine, low 

melting waxes and ion exchange resins. 

Liquid carriers- are used in preparing solutions, 
5 suspensions, eirtulsions, syrups, elixirs and pressurized, 
compositions- The active ingredient Ccoi be dissolved or 
suspended in ' a phartnaceutically acceptaible liquid 
carrier such as water, an organic solvent^ a mixture of 
both or pharmaceutically acceptable oils or fats. The 

10 liquid carrier can contain other suitable pharmaceutical 

additives such as solubilizers, emulsifiers, buffers, 
preservat i ves ; sweeteners , f lavoring agent s , suspending 
agents, thickening agents, coloring agents, viscosity 
regulators, stabilizers or osmoregulators . Suitalple.. 

15 examples of liquid carriers for oral and parenteral 

administration include water, (partially containing 
additives as above, e.g. cellulose derivatives, 
preferably sodium carboxymethyl cellulose solution)., 
alcohols (including monohydric alcohols and polyhydric 

20 alcohols, e.g. glycols) cuid their derivatives, and oils 
(e.g. fractionated coconut oil and arachis oil) . For 
■ parenteral administration, the .carrier can also be an 
oily ester such as ethyl oleate or isopropyl myristate. 
Sterile liquid carriers are useful in sterile liquid 

25 form coir5>ositions for parenteral administration. . The* 
liquid carrier for pressurized compositions can be a 
halogenated hydrocarbon or other pharmaceutically 
- • acceptable propellent. 

30 Liquid ' pharmaceutical compositions which are ster.ile 
solutions or suspensions can be utilized by for example,- 
intramuscular, intrathecal, epidural, intraperitoneal or. 
subcutaneous injection. Sterile solutions can also be 
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administered intravenously- The compounds may be 
prepared as a sterile solid composition which may be 
dissolved or suspended at the time of administration 
using sterile water, saline, or other appropriate 
5 sterile injectable medium. Carriers are intended to 
include^ necessary and inert binders, suspending agents, 
lubricants , f lavorants , sweeteners , preservatives , dyes , 
and coatings. The compound can be administered orally 
in- the form of a sJipcile ^ solution;- or suspension^ 

10 containing other solutes or suspending agents (for 
example, enough - saline or glucose to make the solution 
isotonic) , bile salts, acacia, gelatin, sorbitan 
monoleate, polysorbate 80 (oleate esters of sorbitol and 
its anhydrides copolymerized with ethylene oxide) and 

15 the like. 

The compound can also be administered orally either in 
liquid, or solid composition foxtn. Compositions suitable 
for oral administration include solid forms, such as 
20 pills, capsules, granu]^^ tablets, -and powders, and 
liquid forms, such as solutions, syrups, elixirs, and 
suspensions. Forms useful for parenteral administration 
include -sterile solutions, emulsions, and suspenions. 

25 Optiimal dosages to be administered may be determined by 
those skilled in the art, and will vary with the 
particuleur compound in use, the strength of the 
preparation, the mode of administrationi and the 
advancement of the disease condition. Additional 

30 factors depending on the particular subject being 
treated will result ±^ a need to adjust dosages, 
including subject age, weight, gender, diet, and time of 
administration . 
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In the subject application a ^therapeutically effective 
amount'' is any amoxint of a compound which, when 
administered to a stG3ject suffering from a disease 
5 against which the compounds are effective, causes 
reduction, remission, or regression of the disease. In 
a subject application, a ^subject" is a vertebrate, a 
mammal or a humcua. 

10 This invention provides a method of treating a subject 
suffering from an abnormality wherein the abnormality is 
alleviated by decreasing the activity of an MCHl 
receptor which comprises administering to the subject an 
amount of a compound of the invention which is an MCHl 

15 receptor antagonist effective to treat the subject=s 
abnormal i ty . 

In separate embodiments, the abnormality is a regulation 
of a steroid or pituitary hormone disorder, an 

20 epinephrine release disorder, a gastrointestinal 

disorder,- a cardiovascular disorder, an electrolyte 
balance disorder, hypertension, diabetes, a respiratory 
disorder, asthma, a reproductive function disorder, an 
immxme disorder, an endocrine disorder, a 

25 musculoskeletal disorder, a neuroendocrine disorder, a 
cognitive disorder, a memory disorder such as 
Alzheim^r^s disease, a sensory modulation and 
transmission disorder, a motor coordination disorder, a 
sensory integration disorder, . a motor integration 

30 disorder, a dopaminergic fiinction disorder such as 
Parkinson=s disease, a sensory transmission disorder, an 
olfaction disorder, a sympathetic innervation disorder, 
an affective disorder such as depression and anxiety, a 
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stress-related disorder, a fluid-balance disorder, a 
seizure disorder, pain, psychotic behavior such as 
schizophrenia, morphine tolerance, opiate addiction, 
migraine or a urinary disorder such as urinary 
5 incontinence . 

The following description of depressive .and anxiety 
disorders is for the purpose of illustrating the utility 
of the compounds of this invention* The definitions of 

10 depressive and anxiety disorders given below are those 
listed in Diagnostic and Statistical Manual of Mental' 
Disorders. 4th ed. (DSM-IV; American Psychiatric 
Association, 1994a) or Diagnostic and Statistical Manual 
of Mental Disorders. 3rd ed. Revised (DSM-III-R; 

15 American Psychiatric Association, 1987) . Additional • 
information regarding these disorders can be found in 
this reference, as well as the others cited below, all 
of which are incorporated herein by reference. 

20 Depressive disorders include major depressive disorder 
and dysthymic disorder (American Psychiatric 
Association, 1994a; American Psychiatric Association, 
1994b) . Major depressive disorder is characterized by 
the occurrence of one or more major depressive episodes 

25 without manic or hypomanic episodes. A major depressive 
episode is defined as a prominent and relatively 
persistent depressed or dysphoric mood that usually 
interferes with daily functioning (nearly every day for 
at least 2 weeks) ; it should include at least 4 of the 

30 following 8 syir^toms: change in appetite, change in 
sleep, psychomotor agitation or retardation, loss of 
interest in usual activities or decrease in sexual 
drive, increased fatigue, feelings of guilt or 
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worthlessness, slowed thinking or impaired 

concentration, and a suicide attempt or suicidal 
ideation (Medical Economics Company, 2002) . Dysthymic 
disorder involves a type of depression that is not 
5 severe fenough to be called a major depressive episode, 
but that lasts much longer than major depressive 
disorder, without high phases. 

It is contemplated that the compounds of this invention 
10 will be effective in treating depression in patients who 
have been diagnosed with depression by administration of 
any of the following tests: Hamilton Depression Rating 
Scale (HDRS) , Hamilton depressed mood item. Clinical 
Global Impressions (CGI) -Severity of Illness. It is 
15 further contemplated that the compounds of the invention 
will be effective in inducing improvements in certain of 
the factors measured in these tests, such as the HDRS 
subf actor scores, including the depressed mood item, 
sleep disturbance factor and anxiety factor, and the 
20 CGI-Severity of Illness rating. It is also contemplated 
that the compounds of this invention will be effective 
in preventing relapse of major depressive episodes. 

Anxiety disorders include panic disorder, agoraphobia 
25 with or without history of panic disorder, specific 
phobia, social phobia, obsessive- compulsive disorder, 
post-traumatic stress disorder, acute stress disorder 
and generalized anxiety disorder. It is • contemplated 
that the compounds of this invention will be effective 
30 in treating any of all of these disorders in patients 
who have been diagnosed with these disorders. 
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Obsessive coinpulsive disorder is characterized 

by recurrent and persistent ideas, thoughts, impulses or 
images (obsessions) that are ego-dystonic and/ or 
repetitive, purposeful and intentional behaviors 
5 (compulsions) that are recognized by the person as 

excessive or unreasonable {American Psychiatric 
Association, 1994a) . The obsessions or compulsions 
cause marked distress, are time-cons\iraing, or 
significantly interfere with social or occupational 
10 functioning. 

It is contemplated that the compounds of this invention 
will be effective in treating obsessions and compulsions 
in patients who have been diagnosed with obsessive 

15 compulsive disorder by administration of appropriate 
tests, which may include, but are not limited to any of 
the following: Yale Brown Obsessive Compulsive Scale 
(YBOCS) (Goodman, 1989) (for adults) , National Institute 
of Mental Health Global OCD Scale (NIMH GOCS) , CGI- 

20 Severity of Illness scale. It is further contemplated 
that the compotmds of the invention will be effective - in 
inducing improvements in certain of the factors measured 
in these tests, such as a reduction of several points in 
the YBOCS total score. It is also contemplated that the 

25 confounds of this invention will be effective in 
preventing relapse of obsessive compulsive disorder. 

Panic disorder is characterized by recxirrent tinesq^ected 
panic attacks and associated concern about having 
30 additional attacks, worry about the implications or 
consequences of the attacks, and/or a significant change 
in behavior related to the attacks (American Psychiatric 
Association, 1994a) . A pcinic attack is defined as a 
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discrete period of intense fear or discomfort in which 
four (or more) of the following symptoms develop 
abruptly and reach a peak within 10 minutes: (1) 
palpitations, pounding heart, or accelerated heart rate; 
5 (2) sweating; (3) trembling or shaking; (4) sensations 

of shortness of breath or smothering; (5) feeling of 
choking; (6) chest pain or discomfort; (7) nausea or 
abdominal distress; (8) feeling dizzy, imsteady, 
lightheaded, or faint; (9) derealization (feelings of 
10 unreality) or depersonalization (being detached from 
oneself) ; fear of losing control; (11) fear of dying; 

(12) paresthesias (numbness or tingling sensations) ; 

(13) chills or hot flushes. Panic disorder may or may 
not be associated with agoraphobia, or an irrational and 

15 often discibling fear of being out in public* 

It is contemplated that the compounds of this invention 
will be effective in treating panic disorder in patients 
who have been diagnosed with panic disorder on the basis 

20 of frequency of occurrence of panic attacks, or by means 
of the CGI-Severity of Illness scale. It is further 
contemplated that the compounds of the invention will be 
effective in inducing improvements in certain of the 
factors measured in these evaluations, such- as a 

25 reduction in frec[uency or elimination of panic attacks, 
an improvement in the CGI-Severity of Illness scale or a 
CGI -Global Improvement score of 1 (very much improved), 
. 2 (much improved) or 3 (minimally improved)- It is also 
contemplated that the compounds of this invention will 

30 be effective in preventing relapse of panic disorder. 

Social anxiety disorder, also known as social phobia, is 
characterized by a marked and persistent fear of one or 
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more social or performance situations in which the 
person is exposed to unfamiliar people or to possible 
scrutiny by others (American Psychiatric Association, 
1994a) . Exposure to the feared situation almost 
5 invariably provokes anxiety, which may approach the 

intensity of a panic attack. The feared situations are 
avoided or endured with intense anxiety or distress. 
The avoidance, anxious anticipation, or distress in the 
feared situation (s) interferes significantly with the 
. 10 person's normal routine, occupational or academic 
functioning, or social activities or relationships, or 
there is marked distress about having the phobias. 
Lesser degrees of performance anxiety or shyness 
generally do not require psychopharmacological 
15 treatment . 

It is contemplated that the compoxmds of this invention 
will be effective in treating social anxiety disorder in 
patients who have been diagnosed with social anxiety 

20 disorder by administration of any of the following 
tests: the Liebowitz Social Anxiety Scale (LSAS) , the 
CGI -Severity of Illness scale, the Hamilton Rating Scale 
for Anxiety (HAM- A) , the Hamilton Rating Scale for 
Depression (HAM-D) , the axis V Social and Occupational 

25 Functioning Assessment Scale of DSM-IV, the axis II 
(ICD-10) World Health Organization Disability 
Assessment, Schedule 2 (DAS-2), the Sheehan Disability 
Scales, the Schneier Disability Profile, the World 
Health Organization Quality of Iiife-lOO (WHO(JOL-100) , or 

30 other tests as described in Bobes, 1998, which is 
incorporated herein by reference. It is further 
contemplated that the compounds of the invention will be 
effective in inducing in^rovements as measured by these 
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Liebowitz Social Anxiety Scale (LSAS) , or a CGI- Global 
Improvement score of 1 (very much improved) , 2 (much 
improved) or 3 (minimally improved) . It is also 
5 contemplated that the compounds of this invention will 
be effective in preventing relapse of social anxiety 
disorder. 

Generalized * anxiety disorder is characterized by 
10 excessive anxiety and worry (apprehensive expectation) 
that is persistent for at least 6 months and which the 
person finds difficult to control (American Psychiatric 
Association, 1994a). It must be associated with at 
least 3 of the following 6 symptoms: restlessness or 
• 15 feeling keyed up or on edge, being easily fatigued, 
difficulty concentrating or mind going blank, 
irritability, muscle tension, sleep disturbcuice. The 
diagnostic criteria for this disorder are described in 
fxirther detail in DSM-IV, which is incorporated herein 
20 by reference (American Psychiatric Association, 1994a} . 

It is contemplated that, the compounds of this invention 
will be effective in treating generalized anxiety 
disorder in patients who have been diagnosed with this 

25 disorder according to the diagnostic criteria described 
in DSM-IV. It is further contemplated that the 
compounds of the invention will be effective in reducing 
symptoms of this disorder, such as the following: 
excessive worry and anxiety, difficulty controlling 

30 worry, restlessness or feeling keyed up or on edge, 
being easily fatigued, difficulty concentrating or mind 
going blank, irritability, muscle tension, or sleep 
disturbance. It is also conten^lated that the compoimds 
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of this invention will be effective in preventing 
relapse of general emxiety disorder. 

Post -traumatic stress disorder (PTSD) , as defined by 
5 DSM-III-R/IV (American Psychiatric Association, 1987, 
American Psychiatric Association, 1994a) , requires 
exposure to a traumatic event that involved actual or 
threatened death or serious injury, or threat to the 
physical integrity of self or others, and a response 

10 which involves intense fear, helplessness, or horror. 

Symptoms that occur as a result of exposure to the 
traumatic event include re -experiencing of the event in 
the form of -intrusive thoughts, flashbacks or dreams, 
and intense psychological distress and physiological 

15 reactivity on exposure to cues to the event; avoidance 
of situations reminiscent of the traumatic event, 
inability to recall details of the event, and/or numbing 
of general responsiveness manifested as diminished 
interest in significant activities, estrangement from 

20 others, restricted range of affect, or sense of 
foreshortened future; and symptoms of autonomic arousal 
including hypervigi lance, exaggerated startle response, 
sleep disturbance, impaired concentration, and 
irritability or outbursts of anger, A PTSD diagnosis 

25 requires that the symptoms are present for at, least a 
month cuid that they cause clinically significant 
distress or impairment in social, occupational, or other 
important areas of fimctioning. 

30 It is contemplated that the compounds of this invention 
will be effective in treating PTSD in patients who have 
been diagnosed with PTSD by administration of any of the 
following tests: Clinician-Administered PTSD Scale Part 
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2 (CAPS) , the patient-rated Impact of Kvent Scale (lES) 
(Medical Economics Company, 2002, P- 2752) . It is 
further contemplated that the compounds of the invention 
will be effective in inducing improvements in the scores 
5 of the CAPS, lES, CGI-Severity of Illness or CGI -Global 
Improvement tests. It is also contemplated that the 
coiiqpounds of this invention will be effective in 
preventing relapse of PTSD. 

10 In a preferred embodiment, the subject invention 
provides a method of treatment or management of the 
following indications: depressive disorders, anxiety 
disorders, eating/body weight disorders, and urinary 
disorders. Examples of depressive disorders are major 

15 depressive disorder or dysthymic disorder. Examples of 
anxiety disorders are psuiic disorder, agoraphobia 
without history of pcmic disorder, specific phobia, 
. social phobia, obsessive-compulsive disorder, post- 
traumatic stress disorder, acute stress disorder or 

20 generalized anxiety disorder. Examples of eating/body 
weight disorders are obesity, weight gain, bulimia, 
bulimia nervosa or cuiorexia nervosa. Examples of 
urinary disorders include, but are not limited to 
urinary incontinence overactive bladder, * urge 

25 incontinence, urinary frequency, urinary urgency, 
nocturia or enuresis. Overactive bladder and urinary 
urgency may or may not be associated with benign 
prostatic hyperplasia. 

30 This invention provides a - method of modifying the 
feeding behavior of a subject, which comprises 
administering to the subject an amount of a compound of 
the invention effective to decrease the consun^tion of 
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food by the subject. This invention also provides a 
method of treating an eating disorder in a subject, 
which comprises administering to the subject an amount 
of a compound of the invention effective to treat the 
5 eating disorder. In an embodiment of the present 
invention, the eating disorder is obesity, bulimia, 
bulimia ne3rvosa or anorexia nervosa. 

The present invention further provides a method of 
10 reducing the body mass of a subject, which comprises 
administering to the subject an amount of a compound of 
the invention effective to reduce the body mass of the 
subject. This invention also provides a method of 
managing obesity in a subject in need of weight loss, 
15 which comprises administering to the subject an amount 
of a compound of the invention effective to induce 
weight loss in the subject. This invention also 
provides a method of managing obesity in a s\ibject who 
has experienced weight loss, which comprises 
20 administering to the subject an amount of a compound of 
the Invention effective to maintain such weight loss in 
the subject. 

The present invention also provides a method of treating 
25 depression in a subject, which conprises administering 
to the subject an amount of a compoimd of the invention 
effective to treat the subject's depression. This 
invention also provides a method of treating anxiety in 
a subject, which cor[i>rises administering to the subject 
30 an amount of a compound of the invention effective to 
treat the subject's anxiety. This invention also 
provides a method of treating depression and anxiety in 
a subject, which conprises administering to the subject 
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an amount of a corapoiind of the invention effective to 
treat the subject's depression and anxiety. This 
invention also provides a method of treating major 
depressive disorder in a subject, which comprises 
5 administering to the subject an amount of a compound of 
the invention effective to treat the subject's major 
depressive disorder. This invention also provides . a 
method of treating dysthymic disorder in a subject, 
which comprises administering to the subject an amount 

10 of a compound of the invention effective to treat the 
subject's dysthymic disorder. This invention also 
provides a method of treating obsessions and compulsions 
in a siibject with obsessive compulsive disorder, which 
coTT^rises administering to the subject an amount of a 

15 compound of the invention effective to treat the 
subject's obsessions cmd convulsions. This invention 
also provides a method of treating panic disorder, with 
or without agoraphobia, in a subject, which comprises 
administering to the stibject an amount of a compound of 

20 thes invention effective to treat the subject's panic 
disorder. This invention also provides a method of 
treating social anxiety disorder in a subject, which 
comprises administering to the subject an amount of a 
compound of the invention effective to treat . the . 

25 subject's social anxiety disorder. This invention also 
provides a method of treating generalized anxiety 
disorder in a' subject, which comprises administering to 
the subject an amount of a compound of the invention 
effective to treat the subject's generalized anxiety 

30 disorder. This invention also provides a method of 
treating post- traumatic stress disorder in a subject, 
which conprises administering to the subject an amount 



wo 03/004027 



PCT/US02/21063 



95 

of a coinpound of the invention effective to 
treat the subject's post -traumatic stress disorder. 

It is contemplated that the compounds of this invention 
5 will be effective in treating obesity, including weight 
loss and maintenance of weight loss in patients, who 
have been diagnosed with obesity by the one or more of 
the following measurements: an increased body mass 
index, increased waist circumference (an indicator of 
. 10 intra- adominal fat) , Dual Energy X-Ray Absorptiometry 
(DEXA) and trucal (coidroid) fat mass. It is further 
contemplated that the compounds of the invention will be 
effective in inducing improvements in certain factors 
•measured in 'these tests. 

15 

It is contemplated that the compounds of this invention 
will be effectivie in treating urinary disorders in 
patients who have urge or mixed (with a predominance of 
- urge) incontinence as evidenced by the number of 
20 unnecessary episodes per week, the number of unnecessary 
micturitions per day and a low volume voided per 
micturition. It is further contemplated that the 
compounds of the invention will be effective in inducing 
improvements in certain factors measured in these tests. 

25 

The present invention also provides a method of treating 
a soabject suffering from bipolar I or .II disorder, 
schizoaffective disorder, a cognitive disorder with 
30 depressed mood, a personality disorder, insomnia, 
hypersomnia, narcolepsy, circadian rhythm sleep 
disorder, nightmare disorder, sleep terror disorder or 
sleepwalking disorder. 
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The present invention provides a method of treating 
overactive bladder with symptoms of urge urinary 
incontinence, urgency and/ or frequency in a subject, 
5 which comprises administering to the subject an amount 
of a compound of the invention effective to treat .the 
subject's overactive bladder. This invention also 
provides a method of alleviating urge urinary 
incontinence in a subject suffering . from overactive 

10 bladder, which comprises administering to the subject an 
amount of a compound of the invention effective to 
alleviate the subject's urge urinary incontinence. This 
invention further provides a method of alleviating 
urinary urgency in a subject suffering from overactive 

15 bladder, which comprises administering to the subject an 
amotmt of a compound of the invention effective to 
alleviate the subject's urinary urgency. Additionally, 
this invention provides a method of alleviating urinary 
frequency in a subject suffering from overactive 

20 bladder, which comprises administering to the subject an 
amount of a compound of the invention effective to 
alleviate the subject's urinary frecjuency. 

The present invention also provides a method of treating 
25 a subject suffering from a virinary disorder, which 
cotiprises administering to the subject eoi amount of a 
compound of the invention effective to treat the 
subject's urinary disorder. In some embodiments the 
urinary disorder is urinary incontinence, overactive 
30 bladder, xirge incontinence, urinary frequency, urinary 
urgency, nocturia or enuresis. 
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The present invention provides a method of 
alleviating the symptoms of a disorder in a subject, 
which comprises administering to the subject an amovint 
of an MCHl antagonist effective to alleviate the 
5 symptoms, wherein the MCHl antagonist is any of the 
compounds of the invention. 

In an embodiment of the invention, the subject is a 
vertebrate, a mammal, a human or a canine. In another 
10 eaibodiment, the compound is administered orally. In yet 
another embodiment, the compotmd is administered in 
combination with food. 

This invention will be better imderstood from the 
15 Experimental Details In a preferred embodiment, the 
siabject invention provides a method of treatment for the 
following indications : depression, anxiety, eating/body 
weight disorders, and urinary disorders. Examples of 
eating/body weight disorders are obesity, bulimia, or 
20 bulimia nervosa. Examples of urinary disorders include, 
but are not limited to, urinary incontinence, overactive 
bladder, urge incontinence, urinary frequency, urinary 
urgency, nocturia, or enuresis. Overactive bladder and 
urinary urgency may or may not be associated with benign 
25 prostatic hyperplasia. 

This invention provides a method of modifying the 
feeding behavior of a subject which comprises 
administering to the subject an amount of a compound of 
30 the invention effective to decrease the consumption of 
food by the subject. 
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This invention also provides a method of 

treating an eating disorder in a subject which comprises 
administering to the subject an amount of a conipound of 
this invention effective to decrease the consumption of 
5 food by the subject. In an embodiment of the present 
invention, the eating disorder is bulimia, obesity or 
bulimia nervosa. In an embodiment of the present 

invention, the subject is a vertebrate, a mammal, a 
human or a canine. In a further embodiment, the 
10 compound is administered in combination with food. 

The present invention further provides a method of 
reducing the body mass of a subject which comprises 
administering to the subject an amount of a compound of 
15 the invention effective to reduce the body mass of the 
subject. 

. The present invention also provides a method of treating 
a subject suffering from depression which comprises 

20 administering to the subject an amotmt of a compound of 
this invention effective to treat the subject's 
depression- The present invention further provides a 
method of treating a subject suffering from anxiety 
which comprises administering to the subject an amoiint 

25 of a compound of this invention effective to treat the 
subject's anxiety. The present invention also provides 
a method of treating a s\ibject suffering from depression 
and anxiety which comprises administering to the subject 
an amount of a compound of this invention effective to 

30 treat the subject's depression and anxiety. 

The present invention also provides a method of treating 
a sxabject suffering from major depressive disorder, 
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dysthynilc disorder, bipolar I and II disorders, 
schizoaffective disorder, cognitive disorders with 
depressed mood, personality disorders, insoninia, 
hypersomnia, . narcolepsy, circadian rhythm sleep 
5 disorder, nightmare disorder, sleep terror disorder, 
sleepwalking disorder, obsessive -compulsive disorder, 
panic disorder, with or without agoraphobia, 
posttraumatic stress disorder, social anxiety disorder, 
social phobia and generalized anxiety disorder. 

10 

The present invention also provides a method of treating 
a siabject suffering from a urinary disorder which 
comprises administering to the subject an amount of a 
compound • of this invention effective to treat the 
15 si±>ject's a urinary disorder. In some embodiments, the 

urinaary disorder is urinary incontinence, overactive 
bladder, urge incontinence, urinary frequency, urinary 
urgency, nocturia, or enuresis. 

20 * This invention will be better understood from the 
Experimental Details which follow. However, one skilled 
in the art will readily appreciate that the specific 
• methods and results discussed are merely illustrative of 
the invention' as described more fully in the claims 

25 ' which follow thereafter. 



30 
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Ebq^erimental Section 

1. Synthetic Methods for Exaag^les 

5 General Methods: All reactions (except for those done by- 
parallel synthesis reaction arrays) were performed under 
an Argon atmosphere and the reagents, neat or in 
appropriate solvents, were transferred to the reaction 
vessel via syxinge and cannula techniques. The parallel 

10 synthesis reaction arrays were performed in vials 

{without an inert atmosphere) using J-KEM heating 
shakers (Saint Louis, MO) • Anhydrous solvents were 
purchased from Aldrich Chemical Company and used as 
received. The examples described in the patent were 

15 named using ACD/Name program (version 2.51, Advanced 
Chemistry Development Inc., Toronto, Ontario, M5H2L3, 
Canada) . Unless otherwise noted, the spectra were 
recorded at 300 and 400 MHz (QE Plus and Bruker 
respectively) with tetramethylsilane as internal 

20 standard, s = singlet; d = doublet; t = triplet; q = 
quartet; p = pentet; sext; sept; br = broad; m = 
multiplet. Elemental analyses were performed by 

Robertson Microlit Laboratories, Inc. Unless otherwise 
noted, mass spectra were obtained using low-resolution 

25 electrospray (ESMS) and MH* is reported. Thin- layer 
chromatography (TLC) was carried out on glass plates 
precoated with silica gel 60 F254 (0.25 mm, EM 
Separations Tech.). Preparative . thin- layer 

chromatography was carried out on glass sheets precoated 

30 with silica gel GP (2 xran. Anal tech) . Flash column 
chromatography was performed on Merck silica gel 60 (230 
- 400 mesh) . Melting points (rap) were determined in 
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open capillary tubes on a Mel -Temp apparatus and are 
uncorrected - 

Piperidlne Side Chain Intermediates 

5 

TERT-BJrm 4-{ [ (TRIPLUOROMETHYL) SULFONYIi] 0ZY}-1, 2,3,6 
' -TBTRAHTORO-l-PYRIDIOTCARBOXyLATE: n-Butyl lithium (17.6 
mL, 44.2 mmol, 2.5 M in hexanes) was added to a solution 
of diisopropyl amine (96.2 mL, 44.2 mmol) in 40 iciL of 

10 dry THF at 0 and stirred for 20 minutes'. The reaction 
mixture was cooled to -78 and ter t-butyl 
4-oxo-l-piperidinecarboxylate (Aldrich Chemical Company, 
40.0 mmol) in THF (40 mL) was added dropwise to the 
" reaction mixture and stirred for 30 minutes. Tf2NPh 

15 (42.0 mmol, 15.0 g) in THF (40 mL) was added dropwise to 

the reaction mixture and stirred at overnight. The 
reaction mixture was concentrated in vacuo, re-dissolved 
in hexanes :EtOAc (9:1), passed through a plug of alumina 
and the alumina plug was washed, with hexanes : EtOAc 

20 (9:1). The combined extracts were concentrated to yield 

16.5 g of the desired product that was contaminated with 
some starting TfaNPh. 

^H NMR (400 MHz, 400 MHz, CDCI3) 5 5.77 (s, 1 H) , 4.05 
(dm, 2 H, Jr=3.0 Hz), 3.63 (t, 2 H, J=5.7 Hz), 2.45 (m, 2 
25 H) , 1.47 (s, 9 H) . 

T^Rr-BUTYIi 4- [3- (AMINO) PHENYL] -1, 2, 3, 6-TETRAHYDRO-l- 

PYRXDINECARB03C7LATE : A mixture of 2 M aqueous Na2C03 
solution (4.2 mL) , ter t-butyl 
30 4- { [ (trif luoromethyl) sulf onyl] oxy) -1,2,3, 6-tetrahydro- 
1 -pyridine -carboxylate (0.500 g, 1.51 mmol), 
3-aminophenylboronic acid hemisulfate (0.393 g, 2.11 
mmol), lithium chloride (0.191 g, 4.50 mmol) and 
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tet reiki s - t riphenylphosphine 

palladium (0) (0.080 g, 0.075 iranol) in dimethoxyethane 
(5 mL) was heated at reflux temperature for 3 hours, 
under an inert atmosphere (an initial degassing of the 
5 mixture is recommended to prevent the formation of 
triphenylphosphine oxide) . The organic layer of the 
cooled reaction mixture was separated and the aqueous 
layer was washed with ethyl acetate (3X) ♦ The combined 
organic extracts were dried and concentrated in vacuo. 

10 The crude product was chromatographed (silica, 
hexanes:EtOAc:dichloromethane (6:1:1) with 1% added 
isopropyl amine to protect the BOC group from hydrolysis) 
to give 0.330 g of the desired product in 81% yield. 
NMR (400 MHz, CDCI3) 5 7.12 (t, IH, Cr= 7.60 Hz), 6.78 (d, 

15 IH, j= 8.4 Hz), 6.69 (t, IH, J= 2.0 Hz), 6.59 (dd, IH, 

J= 2.2, 8.0 Hz), 6.01 (m, IH) , 4.10 - 4.01 (d, 2H, J= 
2.4 Hz), 3.61 (t, 2H, J= 5.6 Hz), 2.52 - 2.46 (m, 2H) , 
1,49 (s, 9H) ; ESMS m/e : 275.2 (M + H)*. Anal. Calc. for 
C16H24N2O2: C, 70.04; H, 8.08; NT, 10.21. Pound: C, 69.78; 

20 H, 7.80; W, 9.92. 



CTRr-BUTYI. 4- C3 - (AMINO) PHENYL] -l-PIPERIDINECARBOXYLATE: 

A mixture of 3.10 g of tert -butyl 4- (3-aminophenyl) - 
1,2,3, 6- tetrahydropyridine-l-carboxylate (11 . 3 mmol) and 

25 1.0 g of 10% Pd/C in 200 mL of ethanol was hydrogenated 
at room temperature using the balloon method for 2 days. 
The reaction mixture was filtered and washed with 
ethanol. • The combined ethanol extracts were 

• concentrated in vacuo and the residue was 

30 chromatographed on silica (dichloromethane : methanol 
95:5 with 1% isopropylamine added to protect the BOC 
group from hydrolysis) to give 2.63 g of the desired 
product (84%). ^H NMR (400 MHz, CDCI3) 5 7.10 (t, IH, J=: 
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7.60 Hz), 6.62 (d, IH, J= 8 . 4 Hz) , 6.60 - 6.59 (m, 
2H) , 4.27 - 4.18 (m, 2H) , 3.62 - 3.58 (m, 2H) , 2.80 - 
2.72 {m, 2H) , 2.62 - 2.59 (in, IH) , 1.89 - 1.52 (m, 4H) , 
1.49 (s, 9H); ESMS m/e : 277.2 (M + H)"". 

TBRT- BUTYL 4-13- (ACETYLAMINO) PHENYL] -1, 2, 3, 6-TETRAHYDRO- 
l-PYRIDXNECARBOXYLATE: A mixture of saturated aqueous 
Na2C03 solution (25 mL) , tert-butyl 

4- { [ (trif luoromethyl) sulf onyl] oxy} -1,2,3 , 6-tetrahydro- 

10 1 -pyridine -carboxylate (20 mmol) , 

3-acetainidophenylboronic acid (30 mmol) and tetrakis- 
triphenylphosphine palladium (0) (1.15 g) and 
dimethoaqrethane (40 mL) was heated at reflux temperature 
overnight. The organic layer of the cooled reaction 

15 mixture was separated and the aqueous layer was washed 
with ethyl acetate (3X) . The combined organic extracts 
were dried and concentrated in vacuo. The crude product 
was chromatograghed, giving the desired product: ^H NMR 
(CDCI3) 5 8.11 (br s, 1 H), 7.57 (br s, 1 H) , 7.41 (br d 

20 , 1 H, J=7.8 Hz), 7.25 (apparent t, 1 H, J=7.8 Hz), 7.08 

(br d, 1 H, J=7.8 Hz), 5.99 (br s, 1 H) , 4.03 (br m, 2 
H, J=2.7 Hz), 3.59 (t, 2 H, J=5.7 Hz), 2.46 (m, 2 H, ) , 
2.16 (s, 3 H) , 1.49 (s, 9 H) . 

25 [3 - (1,2, 3, 6 -TETRAHXBRO-4-PYRIDXXIYI:.) PHENYL] ACETAMIDE : 

A solution of 4 M HCl in dioxane (10 mL) was added to , 
tert-butyl 4- [3- (acetylamino) phenyl] -l,2,3,6-tetr2±Qrdro- 
1-pyridinecarboxylate (8.25 mmol) in dichloromethane (30 
mL) . The reaction mixture was stirred at room 
30 temperature overaight, concentrated in vacuo, giving the 
desired product as the hydrochloride salt (2.1 g) : ^H NMR 
(CDCI3) 5 7.41-7.00 (m, 4 H), 6.10 (br, 1 H) , 3.55 (m, 2 
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H), 3.16 (t, 2 H, J = 5.7 Hz). 2.44 (m, 2 H) , 2.19 
(S, 3 H) . 

rERT-BUTYL (3 -3R0M0PR0PYL) CARBAMATE : Prepared from 
5 3-broniopropylamine hydrobromide and BOC2O in the presence 
of base in dichlorome thane, 9.89 iranol: NMR (CDCI3) 6 
5.07 (br, 1 H) , 3.31 (t, 2 U, J=6.6 Hz), 3.12 (apparent 
br q, 2 H, J=6-0 Hz), 1.92 (p, 2 H, J=6.6 Hz), 1.30 (s, 
9H) . 

10 

TJBRT- BUTYL (3 -{4- [3- (ACETYIAMINO) PHENYIil -1,2.3. 
6-TETRAHyDRO-l-PYRIDINYL}PROPYL)CARB3^TB: A solution of 
Wl- [3-{l,2,3,6-tetrahydro-4- 

pyridinyl ) phenyl] acetamide . HCl (8.24 mmol ) , tert-butyl 
15 N- (3 -bromopropyl) carbamate and potassium carbonate (33 
mmol) in dry dioxane (30 mL) was heated at reflux 
temperature overnight. The solids were removed by 
filtration, the solution was concentrated in vacuo and 
the product was chromatograghed, giving the desired 
20 product (110 mg) . NMR (CDCI3) 5 7.65 (s, 1 H) , 6.98 

(s, 1 H) , 7.45 (d, 1 H, J=7.8 Hz), 7.16 (apparent t, 1 
H, J=7.8 Hz), 7.10" (d, 1 H, J=7,8 Hz), 6.02 (s, 1 H) , 
5.23 (b, rH), 3.40 (b, 2 H) , 3. 30-1. 80 (m, 10 H) , 2.18 
(s, 3 H) , 1.'45 (s, 9 H) . 

25 

Nl-{3- [l-(3-AMINOPROPYL)-l#2.3,6-TETRAHYDRO-4- 
FYRIDINYIi] PHENYL} ACETAHIDE: A 1:1 solution of TFA:CH2Cl2 
(5 mL) was added to tert-butyl 

(3-{4- [3-{acetylamino)phenyl]-l,2,3,6-tetrahydro-l- 
30 pyridinyl }propyl) carbamate in dichloromethane (5 mL) . 

The resulting solution was stirred at room temperature 
for 1-3 days, saturated NaHCOj was added until pH > 6, 
the organic layer was separated, and dried in vacuo, 
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giving the desired product (45 mg) : NMR (CDCI3) 5 

7,68 (br, 1 H), 7.35 (dm, 1 H, J=7.8 Hz), 7.25 (apparent 
t, 1 H, J=7.8 Hz), 7.15 (dm, 1 H, J=7.8 Hz), 6.12 (m, 1 
H), 3.22 (m, 2 H) , 3.03 (t, 2 H, J=:7.3 Hz), 2.78 (t, 3 
5 H, J=:5.5 Hz), 2.70-2.50 (m, 4 H) , 2.10 (s, 3 H) , 1.87 

(p, 2 H, J=:7.3 Hz) . 

TERr-BUTYIi 4- [3- (ACETYIaAMlNO) PHENYL] -1- 

PIPERIDINECAKBOXYLATK: A mixture tert-butyl 4-[3- 

10 (acetylamino) phenyl] -1, 2, 3, 6-tetrahydro-l- 

pyridinecarboxylate (710 mg) and 5% Pd/C (100 mg) in 
EtOH (10 mL) was hydrogenated (balloon technique) at 
room temperature overnight. The reaction mixture was 
passed through a pad of Celite 545 and the pad of Celite 

15 was washed with ethanol . The combined ethanol extracts 
were concentrated and cliromatograghed, giving the 
desired product (660 mg) : ^H NMR (CDCI3) 5 7.80 (s, 1 H) 
7.41-7.20 (m, 3 H) , 6.94 (d, 1 . H, J=7 . 5 Hz), 4.21 (m, . 2 ' 
H)/ 2.75 (m, 2 H) , 2.62 (m, 1 H) , 2.16 (s, 3 H) , 1.78 

20 (m, 2 H), 1.56 (m, 2 H) , 1.48 (s, 9 H) . 

OT.-[3-(4-PIPKRIDyL)PHBOTIilACETAMIDB; A solution of HCl 
in dioxane (4N, 5 mL) was added to tert-butyl 4- [3- 
(acetylamino) phenyl] -1 -piper idinecarlDoxylate (660 mg) 

25 in dry dichloromethane (15 mL) . The reaction mixture 
was stirred at room temperature overnight and 
concentrated in vacuo, giving the desired product. (550 
mg) : rap 102-104 **C; ^H NMR (CDCI3) 5 2.02 (d, J=13.2 Hz, 
2H), 2.11-2.45 (m, 5H) , 2.67-2.77 (ra, IH) , 3.00-3.10 (m, 

30 2H), 3.51 (d, J=10.5 Hz, 2H) , 6.94 (d, J=7.5 Hz, IH) , 

7.20-7.46 (m, 3H) , 7.60 (s, IH) ; Anal. Calcd. For 
C13H19N2OCI+O.86 CH2C12: C, 50.78; H, 6.37; N, 8.55. Pound: 
C, 50.80; H, 7.55; N, 7.01. 
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rsRT-Birryii 

l^-(3-{4-t3- 

(ACETYIAMINO) PHBNTYIi] PIPERIDINO} PROPYL) CARBAMATE : A 

5 solution of m- [3- (4-piperidyl) phenyl] acetamide (550 mg, 
0.210 mmol) , tert-butyl i^r- (3 -bromopropyl) carbamate (550 
mg, 0.230 nimol) , K2CO3 (1.10 g, 0.890 mmol) , 
diisopropylethyl amine (1.50 mL) and a few crystals of 
KI in dioxane (20 mL) was heated at reflux temperature 

10 for 2 days. - The precipitated salts were removed by 
filtration, concentrated in vacuo and the crude product 
was chromatographed, giving the desired product (340 
mg) : NMR (CDCI3) 5 8.15 (s, 1 H), 7.47-7.44 (m, 2 H) , 
7.22 (t, 1 H, J==7.8 Hz), 6.94 (d, 1 H, J=7.8 Hz), 5.53 

15 (b, 1 H) , 3.23 (b, 6 H) , 2.80-1.60 (m, 9 H) , 2.20 (s, 3 

H) , 1.45 (s, 9 H) . 

ia-{3- [1- (3-AMlNOPROPYL) -4-PIPERIDYL] PHEim.}ACETAUIDE : 
TFA (1.0 mL) was added to a solution of tert-butyl 

20 l^-(3-{4-[3- 

(acetylamino) phenyl] piperidino} propyl) carbamate (340 mg) 
in dry dichloromethane (10 mL) and stirred at room 
temperature for 5 h. A 10% aqueous solution of KOH was 
added to the reaction mixture until pH > 6 and then the 

25 dichloromethane was removed in vacuo. The aqueous layer 
was frozen and lyophilized to give a solid, which was 
extracted with methanol. Removal of the solvent gave 
the desired product (120 mg) as an oil: NMR (CDCI3) 5 
7.23-7.16 (apparent t, IH, J=7.5Hz), 6.95-6.92 (m, IH) , 

30 3.03-2.99 (m, 2H) , 2.77-2.73 (t, 2H, J = 6.6 Hz), 2.50- 

1.60 (m, 10 H), 2.13 (s, 3 H) . 
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TERT-BUTYL 4- (B-NITROPHENYL) -3 / S-DIHYDRO-l (2H) - 

PYRIDINECARBOXyiATB: According to the procedure used for 
the synthesis of tert-butyl 4- [3- (amino)phenyl] -l,2,3,6- 
5 tetrahydro-l-pyridinecarboxylate^a mixture of 2 M 
aqueous NaaCOa solution (2.2 mL) , tert-butyl 
4- { [ (trif luoromethyl) sulf onyl] oxy} -1,2,3 , 6-tetrahydro-l- 
pyridine-carboxylate (0.5.00 g, 1.51 imnol) , 
3-nitrophenylboronic acid (0.353 g, 2.11 tninol) , lithium 
10 chloride (0.191 g, 4.50 mmol) and tetrakis- 
triphenylphosphine palladium (0) (0.080 g, 0.075 mmol) 
in dimethoxyethane (5 mL) afforded 0.380g of the desired 
product . 

NMR (400 MHz, CDCI3) 5 8.23 (s, IH) , 8.11 (d, IH, 
15 J=8.0 Hz), 7.69 (d, IH, J=8.0 Hz), 7.51 (t, IH, J=8.0 

Hz), 6.20 (m, IH) , 4.17-4.08 (m, 2H) , 3.67 (t, 2H, J=5 . 6 
Hz), 2.61-2.52 (m, 2H) , 1.50 (s, 9H) ; ESMS m/e : 249.1 
(M + H - C4H8)*. 

20 l,2,3,6-TETRAHTOR0-4-(3-in:TR0PHE]m.)PYRIDOnB: Into a 

Stirred solution of 5.00 g (16.0 itimol) of tert-butyl 
1,2,3,6- te t rahydro-4 - ( 3 -nitrophenyl ) pyridine - 1 - 
carboxylate in 100 ml of 1,4-dioxane at O^C was biibbled 
HCl gas for 10 minutes. The reaction mixture was 

25 allowed to warm to room temperatxire and the bubbling of 
the HCl gas was continued for an additional 1 hour. The 
solvent was removed In vacuo, the residue was dissolved 
in 50. mL of water and was neutralized by the addition of 
KOH pellets. The aqueous solution was extracted with 3 

30 X 80 mL of dichloromethane cuid the combined organic 
extracts were dried (MgS04) , filtered and concentrated in 
vacuo. The residue was purified by column 

chromatography (silica, 9 : 1 , dichloromethane : 



wo 03/004027 



PCT/US02/21063 



108 

methanol + 1% isopropyl amine) to afford 2.85 g 
(87.5% yield) of the desired product: NMR {400 MHz, 
CDCI3) 5 8.24 (s, IH), 8.09 (d, IH, J:=8.4 Hz), 7.71 (d, 
IH, J==:8.0 Hz), 7.49 (t, IH, J=8.0 Hz), 6.35-6.25 (m, 
5 IH) , 3.58 (apparent q, 2H, J=3.0 Hz), 3.14 (t, 2H, J=5.6 

Hz), 2.54-2.46 (m, 2H) , 

TBRT-BUTYL 3- (4- (3-NITR0PHKNYI-) -3 , e-DIHYDRO-l (2H) - 

PYRi:DIinfIi)PROPYIiCARBAMATE: A mixture of 2.80 g (14.0 
10 mmol ) of 1,2,3,6- 1 et rahydro- 4 - ( 3 -ni trophenyl ) pyridine , 
3.60 g (15-0 mmol) of tert-butyl 

N- (3 -bromopropyl) carbamate, 11.6 g (84.0 mmol) of K2CO3, 
14.6 mL (84.0 mmol) of diisopropylethylamine and 0.78 g 
(2.00 mmol) of tetrabutylammonium iodide in 250 mL of 

15 1,4-dioxane was heated at reflux temperature for 14 . 
hours. The reaction mixture was filtered and the 
filtrate was dried (MgS04) , concentrated in vacuo and the 
residue was purified by column chromatography (silica, 
9:1, dichlorome thane : methanol + 1% isopropyl amine) to 

20 afford 4.35 g (85.7% yield) of the desired product; ^H 
NMR (400 MHz, CDCI3) 5 8.24 (t, IH, J=1.9 Hz), 8.09 (dd, 
IH, J=1.9, 8.0 Hz), 7.70 (apparent d, IH, J=8.0 Hz), 
7.49 (t, IH, J=8.0 Hz), 6.23 (m, IH) , 3.29-3.18 (m, 4H) , 
2.75 (t, 2H, J«5.6 Hz), 2.64-2.54 (m, 4H) , 1.82-1.70 (m, 

25 2H) , 1.44 (s, 9H); ESMS m/e : 362.2 (M + H)*. 

3- (4- (B-NXTROPHENYL) -3/ G-DXHTORO-l (2H) -PYRXDINYIi) -1- 
PROPAN2^MINE: Into a stirred solution of 4.35 (12.0 mmol) 
of tert-butyl 
30 3- (4- (3-nitrophenyl) -3 , 6-dihydro-l (2H) - 

pyridinyDpropylcarbamate in 100 ml of 1,4-dioxane at 
0**C was bubbled HCl gas for 10 minutes. The reaction 
mixture was allowed to warm to room temperature and the 
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biibbling was continued for an additional 1 hour. The 
solvent was removed in vacuo, the residue was dissolved 
in 50 mL of water and was neutralized by the addition of 
KOH pellets. .The aqueous solution was extracted with 3 
5 X 80 mL of dichloromethane , the combined organic 
extracts were dried (MgS04) , filtered and concentrated in 
vacuo. The residue was purified by column 

chromatography (silica/ 9 : 1 , dichloromethane : 
methanol + 1% isopropyl amine) to afford 3f.05 g (97.0% 

10 yield) of the desired product: NMR (400 MHz, CDCI3) 5 
8.24 (t, IH, J=1.B Hz), 8.09 (dd, IH, J=1.8, 8.2 Hz), 
7.69 (dd, IH, J=1.8, 8.2 Hz), 7.48 (t, IH, J=8.2 Hz), 
6.24 (m, IH), 3.21 (d, 2H, J=:3.6 Hz), 2.84 (t, 2H, J=6.6 
Hz), 2.75 (t, 2H, J=5.8 Hz), 2.64-2.54 (m, 4H) , 1.76 (m, 

15 2H) ; ESMS m/e : 262.2 (M + H)*; Anal. Calc. for 

C14H19N3O2 (0.06 CHCI3) : C, 62.90; H, 7,16; N, 15.65. 
Found; C, 63.20; H, 7.16; N, 15.65. 

METHYL (4S} -3- [ ({3- [4- (3-AMINOPHENYL} -1- 

20 PIPERIDIKYL] PR0PYL}AMIN0) GARBONYL] -4 - (3 , 4- 

DXFLUOROPHENYL) -6- (METHOXYMETHYL) -2-0X0-1,2,3,4- 
TETRAHYDRO**5-PYRIMIDINECAKBOZYIiATE: A mixture of 3.02 g 
(6.33 mmol) 5-methyl 1- (4-nitrophenyl) (6S)-6-(3,4- 
dif luorophenyl) -4- (methoxymethyl) -2-oxo-3,6-dihydro- 
25 1 , 5 ( 2H) -£>yr imidinedicarboxyla t e , 1.50 g (5.80 mmol ) of 
3- (4- (3-nitrophenyl) -3, 6-dihydro-l (2H) -pyridinyl) -1- 
propanamine, 7.94 g (75.5 mmol) of K2CO3 and 1.00 mL of 
methanol in 200 mL dichloromethane (under azgqn) was 
stirred at room temperature for 1 hour. The reaction 
30 mixture was filtered and concentrated in vacuo. The 
residue was dissolved in 100 mL of ethyl acetate and 
washed 3 X 50 mL of 5% aqueous NaOH solution, the 
organic layer was dried (MgS04) and concentrated in 
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vacuo. The residue was dissolved in 100 mL of 
anhydrous ethanol containing 0.50 g 10% Pd/C and the 
reaction mixture was stirred under a hydrogen balloon 
for 24 hours- The reaction mixture was passed through a 
5 column of Celite 545 filtering agent, washed with 
ethanol, the filtrate was dried (MgS04) and concentrated 
in vacuo. The residue was purified, by column 
chromatography (silica, 9.5 : 0.5 ,dichlorome thane : 
methanol + 1% isopropyl amine) to afford 1.65 g (52.0% 

10 yield) of the desired product: NMR (400 MHz, CDCI3) 6 
7.80 (s, IH) , 7.22-7.02 . (m, 2H) , 6.95 (t, J = 8.70 Hz, 
IH) , 6.63-6.44 (m, 4H) , 4.56 (Abq, 2H) , 3.62 (s, 3H) , 
3.33 (s, 3H) , 3.32-3.20 (m, 4H) , 2.96 (br s, 2H) , 2.33 
(t, J = 7.50 Hz, 2H), 2.11-1.94 (m, 3H) , 1,81-1.64 (m, 

15 4H) ; ESMS ra/e : 572,3 (M + H)*; 

TERT-BUTYZi 4- [3- (ISOBUTYRYIiAMINO) PHENYIi] --3 , 6-DXHYDRO- 

1(2H) -PYRID339ECARB03C3aATK: Into a solution of 4.00 g 
(16.0 mmol) of tert -butyl 4- (3-aminophenyl) -3 , 6-dihydro- 

20 1 {2H) -pyridinecarboxylate and 5.60 mL (32.0 mmol) of 
diisopropylethylamine in 100 mL dichloromethane was 
slowly added 1.90 mL (19.0 mmol) of isobutyryl chloride. 
The reaction mixture was stirred at room temperature for 
2 hours, washed with water, dried (MgS04) , and 

25 concentrated in vacuo. The residue was purified by. 
column chromatography (silica, 50 : 46 : 3 : 1, hexanes 
: dichloromethane : methanol : isopropyl amine) to 
afford 2.90 g (52.0% yield) of the desired product: ^H 
NMR (400 MHz, CDCI3) 5 7.69 (s, 1 H) , 7.34 (d, 1 H, J=7.8 

30 Hz), 7.27 (t, IH, J=7.8 Hz)/ 7.11 (d, IH, J=:7.8 Hz), 

6,04 (s, IH) , 4.05 (s, 2H), 3.62 (apparent t, 2 H, J=4.9 
Hz), 2.51 (m, 3H), 1.49 (s, 9H) , 1.25 (d, 6H, J=7.4 Hz) ; 
ESMS m/e: 345.5 (M + H)*. Anal. Calc. for 
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C2oH28N203+ 0.175 CHCI3: C, 66.33; H, 7.77; N, 7.67, 
Found: C/ 66.20; H, 7.41; 7.88 



rKRT-BUTYL 4- [3- (ISOBUTYRYLAMINO) PHENYL] -1 
5 -PIPERIDINECARBOXYIATE: A mixture of 2.90 g (8.40 mmol) 

of tert-butyl 4- [3- (isobutyrylamino) phenyl] -3 , 6-dihydro- 
1 (2H) -pyridinecarboxylate and 0.80 g of 10% yield Pd/C 
in 100 xnL of ethanol was stirred under a hydrogen 
. balloon for 24 hours. The reaction mixtiire was passed 

10 through a column of Celite 545 filtering agent, the 
filtrate was dried (MgS04) and concentrated in vacuo, 
. The residue .was purified by coluran chromatography 
(silica, 9.5 : 0.5 ,dichlorome thane : methanol + 1% 
isopropyl amine) to afford 2.40 g (84.0% yield) of the 

15 desired product: NMR (400 MHz, CDCI3) 5 7.49-7.44 (ra, 

2H) , 7.24 (t, IH, J=7.6 Hz), 6.93 (d, IH, J=7 . 6 Hz), 
4,20-4.10 (m, 2H), 2.86-2.45 (ra, 4H) , 1.86-1.75 (m, 4H) , 
1.48 (s, 9H) , 1.24 (d, 6H, J=6.8 Hz); ESMS m/e : 345.2 
(M + H)*; Anal. Calc. for C20H30N2O3+0 . 3H2O: C, 68.27; H, 

20 8.77; N, 7.96. Found: C, 68.25; H, 8.54; N, 7.84. 

2-METHYL--ldr- [3- (4-PIPERIDlNYIi) PHENYL] PROPANAMXDE: Into a 
Stirred solution of 2.20 (6.50 mmol) of tert-butyl 4- [3- 
(isobutyrylamino) phenyl] -1 -piper idinecarboxylate in 100 

25 ml of 1,4-dioxane at 0 ®C was biibbled HCl gas for 10 
minutes. The reaction mixture was allowed to warm to 
room temperature and the bubbling of the HCl gas was 
continued for 1 hour. The solvent was removed in vacuo, 
the residue was dissolved in 50 mL of water and was 

30 neutralized by the addition of KOH pellets. The aqueous 
solution was extracted with 3 X 80 mL of 
dichloromethane, the combined organic extracts were 
dried (MgS04) , filtered auid concentrated in vacuo. The 
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residue was purified by column chromatography 
(silica, 9 : 1 , dichloromethane : methanol + 1% 
isopropyl amine) to afford 0-700 g (46.0% yield) of the 
desired product: NMR (400 MHz, CDCI3) 6 7.47 (s, IH) , 

.5 7.40 (d, IH, J=7.8 Hz), 7.24 (t, IH, J=7.8 Hz), 7.00 (d, 

IH, J=:7.8 Hz), 3.23-3.14 (m, 5H) , 2.82-2.57 (m, 4H) , 
1.20 (d, 6H, iJ=6.8 Hz); ESMS m/e : 247.2 (M + H)"^; The 
hydrochloride salt was used for the combustion analysis: 
Anal. Calc. for C15H22N2O+HCI+0 . 15 CRCI3Z G, 60.51; H, 

10 7.76; N, 9.32. Found: C, 60.57; H, 7.83; N, 8.88. 

3- (4-PIPERIDINYL)ANILINE: A solution of 4 M HCl in 
dioxane (25 mL) was * added to tert-butyl 4- [3- 
(amino) phenyl] -1-piperidinecarboxylate (2.60 g, 9 . 00 

15 mmol) in dichlorome thane (250 mL) . The reaction mixture 
was stirred at room temperature overnight, concentrated 
in vacuo, and the residue was dissolved in water (50 
mL) . The mixture was nuetralized using KOH pellets and 
extracted with methylene chloride (3 X 50 mL) . The 

20 combined organic extracts were dried (MgS04) , 
concentrated and chromatographed to give the desired 
product (1.03 g) . NMR (400 MHz, CDCI3) 5 7.01 (t, IH, 
J=7.6 Hz), 6.62-6.54 (m, 3H) , 3.16 (br d, 2H, J=10.3 
Hz), 2.75 (dt, 2H, J=2.7, 12.3 Hz), 2.56 (tt, IH, J=3.6, 

25 12.3 Hz), 1.81 (br d, 2H, J==12.3 Hz), 1.65 (dq, 2H, 

J=4.0, 12.3 Hz); ESMS m/e : 177.2 (M + H)*. 

TERT-BXJTYL 4 - (4-NITR0PHEN7L) -3 , 6-Z)lHYDRO-l (2JSr) - 

PYRlDINECARBOXnJlTE: To a 25-mL RB flask, equipped with 
30 a condensor, was added tert-butyl 4- 

{ t (trif luoromethyl) sulf onyl] oxy} -3 , 6-dihydro-l (2JJ) - 
pyridinecarboxylate (1.0 g) , 4-nitrophenylboronic acid 
(0.71 g) , sodium carbonate (0.430 mL of 2M solution). 
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lithium chloride (0.382 S) * 

tetrakis(triphenylphosphine) - palladium (0) (0.173 g) 
and ethylene glycol dimethyl ether (10 mL) . The 
reaction mixture was flushed with Argon three times, 
5 then the reaction mixture was heated to 100 ^'C for 3 hrs. 
After cooling to room temperature, the reaction mixture 
was diluted with methylene chloride (30 mL) and water 
(30 mL) and the organic layer was separated. The 
aqueous layer was extracted with methylene chloride 

10 (3x20 mL) aoid the combined organic extracts were washed 

with sat NH4CI (20 mL) and brine (20 mL) , dried over 
MgS04 and concentrated under reduced pressure. The 
residue was purified by chromatography (6:l=hexane:ethyl 
acetate with 1% NH3) to afford the product (0.55 g, 

15 59-9%) as a yellow oil. The compound is not stable at 

room temperature and should be used as promptly as 
practical: NMR (400 MHz, CDCI3) 5 8.20 (d, 2H, J=8 . 6 
Hz), 7,51 (d, 2H, J=a.6 Hz), 6.24 (m, IH) , 4.13 (m, .2H) , 
3.67 (apparent t, 2H, J=5.5 Hz), 2.55 (m, 2H) , 1.49 (s, 

20 9H) . 

4- (4-Ni:!rR0PHKNYL) -1,2,3,6-TKTRAHXDROPYRIDINEs 4- (4- 

Nitrophenyl)-l,2,3,6-tetrahydropyridine was prepared by 
a similar procedure to that used for the preparation of 

25 2-methyl-N- [3 - (4-piperidinyl) phenyl] propanamide using 

HCl gas and tert-Butyl 4- (4-Nitrophenyl) -3,6-dihydro- 
1(2H) -pyridinecarboxylate (130 mg) in dioxane (5.0 inL) 
at room temperature. The reaction -mixture was 
concentrated in vacuo to give the crude product (69.8 

30 mg) which used in the next reaction without further 
purification . 

Oxazolldinoxie Intermediates: 
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AMINO- (3,4 -DIPLUOROPHENYL) -ACBTONITRILE z Through a 

solution of 3,4-difluorobenzaldehyde (25.0 0.176 mol) 
in MeOH (500 mL) in a round bottom flask, was bubbled 
5 ammonia gas for two hours at room temperature. The flask 
was then cooled to 0 °C and trimethylsilyl cyanide was 
then added slowly. The reaction mixture was stirred for 
2 h, at which time TLC analysis indicated that the 
reaction was complete (Rf = 0.35, 3:2 hexane/EtOAc) . The 
10 solvent was removed in vacuo cind the residue was 
subjected to flash column chromatography on silica gel 
to obtain the desired product, which was used in the 
next step without purification. 

15 AMlNO-{3,4-DXFLUOROPEENYL)-ACSTIC ACID METHYL ESTER: 

Into a well-stirred solution of amino- (3, 4- 
difluorophenyl) -acetbnitrile (22.0 g, 0.130 mol), a 
solution of HCl in MeOH (200 mL) was added at room 
temperature. The resulting yellow solution was stirred 

20- at room temperature for 10 h and was heated at reflux 
temperature for 1.5 h. Mter cooling, the solvent was 
removed in vacuo and the resulting yellow solid was 
dissolved in water (200 mL) . The aqueous solution was 
then carefully basified with 20% NaOH solution to pH 9. 

25 The aqueous layer was extracted with CH2CI2 (3 x 100 mL) . 
" The organic layer was separated and dried over Na2S04, 
filtered and the solvent was removed in vacuo to obtain 
the desired product which was used in the next step 
without purification. 

30 



2-AMINO-2- (3 , 4 -DIFLUOROPHENYL) -ETHANOL : Into a well- 
stirred suspension of LiAlH4 (4.7 g, 0.125 mol) in THF 
(120 mL) in a 3 -necked round bottom flask fitted with a 
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condenser and a dropping funnel, was added a 
solution of amino- (3 , 4-dif luorophenyl) -acetic acid 
methyl ester (10.0 g, 0.05 mol) in THF (100 mL) dropwise 
at 0 ^C. The resulting greenish brown suspension was 
5 heated at refliix temperature for 2 h. The reaction 
mixture was cooled to 0 °C and then carefully quenched 
sequentially with 5 mL of water, 5 mL .of 3N NaOH 
followed by 15 mL of water. The resulting suspension 
was filtered through a fritted glass funnel. To the 

10 filter cake was added 100 mL Et20 and the suspension was 
heated at reflux temperature for 20 rain. The suspension 
was filtered and the combined filtrates were dried over 
MgS04, filtered and the solvent was removed in vacuo. 2- 
Amino-2- (3,4-difluorophenyl) -ethanol was obtained as a 

15 yellow glassy syrup which was used in the next step 
without further purification. 
» 

[1- (3 , 4--DIFLUOROFHENYI1) -2-HYDR03C7-ETHyii] -CARBAHXC ACID- 
TKRT-BDTYL ESTER: Into a solution of 2-amino-2- (3, 4- 

20 dif luorophenyl) -ethanol (8.6 g, 49.7 mmol) in CHCI3 (150 
mL) at 0 °C was added a solution of dl-tert-butyl 
dicarbonate (11.4 g, 52.0 mmol) in CHCI3 (50 mL) in one 
portion and the resulting solution was stirred overnight 
at room temperature. The solvent was removed in vacuo 

25 and the residue was subjected to column chromatography 
on silica gel (2:1 hexane-EtOAc followed by EtOAc) to 
obtain [1- (3 , 4-dif luorophenyl) -2-hydroxy-ethyl] -carbamic 
acid-tert-butyl ester as a white solid (10.0 g, 74% 
yield) . 

30 

{+) -4- (3,4-DIPLUOROPHENYL) -OXAZOLlDIN-2-.ONE: Into a 
well-stiarred suspension of NaH (1.1 g, 45.8 mmol) in THF 
(40 mL) at R.T. was added a solution of [l-{3,5- 
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dif luorophenyl) ~2-hydroxy- ethyl] -carbamic acid- tert- 
butyl ester (5.0 g, 18.3 iranol) in THF (20 mL) via a 
dropping funnel at room temperature. The resulting 
suspension was stirred for 3 h and then quenched 
5 carefully with 10 mL of water. The biphasic mixture was 
extracted with 100 mL of Et20r washed with brine, 
filtered and the solvent was removed in vacuo. The 
gummy residue thus obtained was purified by column 
chromatography over silica gel (Rf = 0.15, 3:2 hexane- 

10 EtOAc) to obtain 4- (3 , 5-dif luorophenyl) -oxazolidin-2-one 
as a white flaky solid {2.8 g, 77% yield). M.P. 81-83 
*^C; NMR (300 MHz, CDCI3) 5 7.23-7.03 (m, 3H),-6.oa (br 
s, IH), 4,94 (dd, J=6.6 Hz, J=8.7 Hz, 1 H) , 4.73 (t, 
J=8.7 Hz, 1 H) , 4.13 (dd, J^6.6 Hz, J=8.7 Hz, 1 H) . The 

15 enantiomers were separated by HPLC on a Chiralcel OD (20 
X 250 mm) column using 80% hexane/20% isopropyl alcohol 
as the eluting system at 12.0 mL/min (U.V. 254 nm) . The 
retention times for the two isomers were 16.19 min and 
20.08 min respectively. 

20 

4-NITROPHBNXL (4S) -4- (3r4-DIPLlTOROPHENYL) -2-0X0-1,3- 

OZAZOLlDI19E-3-CAKBOZyiiATE: Into a suspension of NaH 
(0.14 g, 5.30 ramol) in 20 mL of coihydrous THF under 
argon, a solution of (+) -4- (3 , 4 -dif luorophenyl) - 

25 oxazolidin-2-one (0.88 g, 4.42 mmol) in THF was added 
dropwise (dropping funnel) . The resulting suspension 
was stirred at room temperature for 30 min. This 
suspension was then added dropwise via -cannula into 
another ro\ind bottom flask containing a solution of 4- 

30 nitrophenylchloroformate (1.11 g, 5.30 mmol) in 25 mL of 
THF and cooled at -78 °C over a period of 15 min. The 
stirring was continued for 2 h after which the solvent 
was removed and the residue was purified by column 
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chromatography on silica gel with 1:1 hexane/CHzCla 
followed by CH2CI2 (Rf= 0.4, CH2CI2) to obtain the desired 
product as a white solid (1.55 g, 86% yield) . 

5 Similarly/ following the above procedixre, 4-(3,5- 
dif luorophenyl) -2-oxo-oxazolidine~3-carboxylic acid-4- 
nitro-phenyl ester and 4- (3 , 4 , 5 -trif luorophenyl) -2-oxo- 
oxazolidine-3-carboxylic acid-4-nitro-phenyl ester were 
obtained by substituting 3,4-dif lourobenzaldehyde in the 

10 first step with 3,5-dif lourobenzaldehyde or 3,4,5- 
triflourobenzaldehyde, respectively. The oxazolidinone 
enantiomers were resolved by HPLC on a Chiralcel OD 
column (as in the previous example) and the 4*nitro- 
phenyl carbamates were prepared using 4-nitrophenyl 

15 ' chlorof ormate • 

4-NXTROPHENZZi (4S) -4- (3, 5-DIFLUOROPHENni) -2-0X0-1,3- 

OXA.ZOLXDXllE-3-CARBOXYIJlTE: Following the procedure for 
the synthesis of 4- (3 , 4 -dif luorophenyl) -2-0x0- 

20 oxazolidihe-3-carbo3^1ic acid-4 -nitro-phenyl ester, 3,5- 
diflourobenzaldehyde yielded the desired product. 

NMR (400 MHz, CDCI3) 5 8.26 (d, 2H, J= 9.3 Hz),. 7.33 
- 6.81 (m, 5H), 5.41 (dd, IH, J=4.1, 8.7 Hz), 4.81 (t, 
IH, J«9.3 Hz), 4.33 (dd, IH, J«4-l, 9.3 Hz); Anal. Calc. 

25 for Ci6HioF2N2O6+0.2Et:OAc: C, 52.84; H, 3.06; N, 7.34- 

Pound: C, 53.26; H, 2.83; N, 7.73 

4-NITROPHBim. (43) -2-0X0-4- (3 ,4,5-TRIFi:iTOR0PHENYL) -1,3- 
OXAZOLIDIME-3-CARBOXYLATE: Following the procedure for 
30 the synthesis of 4- (3, 4-dif luorophenyl) -2-oxo- 
oxazolidine-3-carboxylic acid-4 -nitro-phenyl ester, 
3,4,5-triflourobenzaldehyde yielded the desired product. 
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NMR (400 MHz, CDCI3) 5 8.27 (d, 2H, J=9.0 Hz), 
7.31 (d, 2H, J=9.0 Hz), 7.11-7.02 (m, 2H) , 5.37 (dd, IH, 
J=4.1, 9.0 Hz), 4.81 (apparent t, IH, J=9.0 Hz), 4.33 
(dd, IH, J=4.1, 9.0 Hz); Anal. Calc. for C16H9P3N2O6: C, 
5 50.27; H, 2.37; N, 7.33. Found: C, 50.56; H, 2.50; N, 

7.49. 

1- (3 , 4 -DIFIiUOROPHENYIi) -2 -MEraYL-2 -HYDROXYPROPYIiAMINE t . 

Into a well-stirred solution of methyl 2-ainino-2- (3, 4- 

10 difluorophenyl) acetate (10.5 g, 52.19 mmol) in anhydrous 
ether (200 niL) at 0 °C a solution of methylmagnesium 
bromide (3 M, 87 inL, 261 mmol) in ether was added over 
10 minutes. The reaction mixture was stirred at 0 °C for 
2.5 h and allowed to warm to room temperature. After 12 

15 h, the reaction mixture was carefully poured onto a 
mixture of ice (300 g) and saturated aqueous ammoniiim 
chloride (50 g) . The ether layer was separated and the 
ac[ueous layer was extracted with more ether (4 X 200 
mL) . The combined extracts were dried with magnesium 

20 sulfate and the solvent evaporated. The crude product 
was purified by column chromatography on silica gel 
using chloroform/methanol/2M ammonia in methanol 
(1000:20:10, 1000:40:20, 1000:80:40) as the eluent to 
give the product as an oil (6.5 g, 62% yield) which was 

25 used in the next step without further purification. 

4- (3, 4-DIFLUOROPEENni) -5, 5-DZM&THni-2-OZO-OXAZOLIDINE: A 

mixture of 1- (3 , 4-dif luorophenyl) -2-methyl-2- 

hydroxypropylatnine (3.00 g, 14.9 mmol) and 
30 carbonyldiimidazole (2.418 g, 14.9 mmol) in 
dichloromethane (150 mL) was heated at reflux 
temperature for 36 h and the solvent evaporated. The 
residue was purified by column chromatography on silica 
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gel using chloroform/ethyl acetate (9:1) to give the 
product as a viscous oil which solidified on standing 
(1.80 g, 50% yield). The product was used in the next 
step without further characterization. 

5 

4-NITROPHHimi 4-(3,4-DXFLnOROPHSNYL) -5, 5-DlMETHYll-2-OXO- 
l, 3-OXAZOLXDZNE-3'-CARBOX7IiATE: Into a stirred suspension 
of sodium hydride (60% suspension in paraffin 203 mg, 
1.4 eq.) in THF (20 mL) at 0 a solution of 4-(3,4- 

. 10 dif luorophenyl) -5, 5-dimethyl-2-oxo-oxazolidine (870 mg, 
3.622 mmol) in THF (5 mL) was added followed by stirring 
for 30 minutes. This suspension was added to a solution 
of 4-nitrophenyl chloroformate (950 mg, 4.71 mmol) in 
• THF (20 mL) at -78 °C under argon and . the stirring was 

15 continued for 2 h. It was slowly warmed to room 
temperature and after 4 h the solvent was evaporated. 
The residue was mixed with dichloromethane (150 mL) , 
washed with 0.05 N sodium hydroxide (3 X 10 mL) , and 
dried (sodium sulfate) . The solvent was evaporated and 

20 the residue was purified by coltunn chromatography on 
silica gel using chlorofoxm/ ethyl acetate (9:1) as the 
eluent to give the product as a white powder (860 mg, 
59% yield) . 

NMR (400 MHz, CDCI3) 8 8.24 (d, 2H, J=9 Hz), 7.29 - 
25 6.97 (m, 5H) , 5.04 (s, IH) , 1.09 (s, 6H) ; Anal. Calc. 

for CibHi4P2N2O6+0.2% HjO: C, 54.61; H, 3.67; N, 7.08. 
Poimd: C, 54.89; H, 3.59; N, 7.41. 

(3,4 -DIFLOUROPHEXma) -N (DIPBENYLMETHITLENE) METHAKAMHIE : 
30 Into a solution of 3,4-dif luorobenzylamine (9.8 g, 69 
mmol) and benzophenone (13.0 g, 71.0 mmol) in toluene 

(200 mL) was added a catalytic amount of BF3.0Et2 and the 
resulting solution was heated at reflux temperature for 
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12 h. The reaction mixture was concentrated 

in vacuo, yielding an oil (21 g, >95%) , which was 
characterized by NMR analysis and subjected to the 
following reaction without any further purification. 
5 NMR (CDCI3) 5 4,57 {s, 2H) , 7.80-6-80 (m, 13H) . 

1- {3^4-DIFLOUROPHENyi.) -1- 

[(DIPHENYIiMETHYIiKNE)AMIN0lPR0PAN-2-0L: Into a solution 
of the benzhydrylindene- (3,4-difluoro-benzyl) -amine (21 

10 g, 69 mmol) in 250 veil of dry THF was added tert- 
butyllithium (1.7 M, 60 ml) dropwise and the resTilting 
solution was stirred at -78 °C for 0.5 h. To the 
..solution was added acetaldehyde (10 ml, 180 mmol) in 100 
ml of THF and the solution was stirred at -78 °C for 2 h 

15 and 25 °C for 1 h. The reaction mixture was quenched by 
addition of brine. The reaction mixture was diluted 
with 500 ml of Et20 and washed with brine. The organic 
layer was dried over Na2S04 and concentrated in vacuo to 
give an oil, which was taken to the next step without 

20 any further purification. NMR {CDCI3) 5 1.04 (d, 3H) , 
'2.77 (broads. IH) , 4.08(m, IH) , 4.15 (d, IH) , 7.80-6.80 
(m, 13H) . 

1-AMINO-l- (3 , 4-DIFIil70RO-PHEN7L) -PROPAN-2-OLt A solution 
25 of crude product from the previous procedure • and 
MeONH2.HCl (10 g, 120 mmol) was diluted in 200 ml of MeOH 
and stirred for 12 h. The reaction mixtxire was 
concentrated in vacuo, yielding an oily residue, which 
was re-dissolved in 200 ml of EtOAc and washed with 
30 brine. The organic layer was concentrated in vacuo to 
produce an oily mixture, which was subjected to column 
chromatography [5% NH3 (2.0 M in MeOH) in CHCI3] to yield 
the desired product (8.8 g, 68% yield from 3,4- 
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difluorobenzylamine) as a mixture of diastereoniers . 

NMR (CDCI3) 4:1 mixture of the diastereomers) 6 

1.02 (d, J=6.0 Hz, 3 H), 1.04 (d, J=6.3 Hz, 3 H) , 2.10 
(br, 6 H) , 3.56-3.69 (m, 2 H) , 3.88-3.92 (m, 2 H) , 7.02- 
5 7.17 (m, 6 H) . 

[1- (3 , 4-DIFI.170ROPHENyL) -2 -HYDROXY- PROPYL] -CARBAHIC ACID- 
TERT-BUTYIi ESTER: Into a solution of 1-amino-l- {3,4- 
difluorophenyl) -propaii-2-ol (13.1 g, 70.1 nunol) in CHCI3 

10 (150 mL) at 0 was added a solution of di-tert-butyl 
dicarbonate (19.3 g, 87.6 mmol) in CHCI3 (50 itiL) in one 
portion and the resulting solution was stirred overnight 
at room temperature. The solvent was removed in vacuo 
and the residue was subjected to column chromatography. 

15 on silica gel (2:1 hexane-EtOAc followed by EtOAc) to 
obtain [1- (3 , 4-dif luorophenyl) -2 -hydroxy-propyl] - 

carbamic acid- tert-butyl ester as a viscous oil (18.4 g, 
91% yield), NMR (CDCI3) (- 4:1 mixture of the 

diastereomers) 6 1.05 (d, J==6.6 Hz, 3 H) , 1.25 (d, J=6.0 

20 Hz, 3 H) , 1.41 (br, 20 H) , 3.92-4.19 (br, 2 H) , 4.45- 

4.60 (m, 2 H), 5.41-5.49 (br, 2 H) , 7.02-7.17 (m, 6 H) . 

4-(3,4-DIFLUOROPHENYL)-5-METHYI.-OXAZOLIDIN-2-ONE: Into a 
well-stirred solution of [1- (3 , 4-dif luorophenyl) -2- 

25 hydroxy-propyl] -carbamic acid- tert-butyl ester (0.43 g, 
1.5 mmol) in THF (20 mL) was added 95% NaH (0.09 g, 3.8 
mmol) at room temperature. When the reaction was 
carried out on a larger (> 5 g) scale, 1.0 equivalent of 
KH and 1.5 eq. of NaH was used as the base. The 

30 resulting suspension was stirred for 3 h at about 35 °C 
(warm water bath) and then quenched carefully with ice. 
The biphasic mixture was extracted with 100 mL of EtOAc, 
washed with brine, dried over Na2S04, filtered and the 
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solvent was removed in vacuo. The two 

diastereomers were separated by column chromatography 
over silica gel (First isomer: 0.16 g, Rf = 0.6, 3:1 
hexane-EtOAc; second isomer: 0.18 g, Rf = 0.5, 3:1 
5 hexane-EtOAc) . NOE experiments suggested that the first 
diastereomer had the methyl and the aryl group in trans 
configuration while the second diastereomer had cxs 
relationship between the two groups. The NMR spectrum 
for the trana diastereomer is as follows. NMR (CDCI3) 
10 5 1.49 (d, J = 6.0 Hz, 3H) , 4.37 (dq, J = 6.0 Hz, J = 

7.2 Hz, IH), 4.45 (d, J = 7.2 Hz, IH) , 6.63 (br s, IH) , 
7.08-7.28 (m, 3H) , 

The ^H NMR spectrum for the cis diastereomer is as 
15 follows. ^H NMR (ODCla) 6 0.96 (d, J = 6.6 Hz, 3H) , 4.91 

(d, J = 8.1 Hz, IH), 4.99 (dq, J = 6.6 Hz, J = 8.1 Hz, 
IH), 6.63 (br s, IH) , 7.08-7.28 (m, 3H) . 

4- {3,4-DXFLTOROPHENYL) -5-liETHYIi-2-OXO-OX2lZOZiIDINS-3- 
20 CARBOXYLXC ACID-4-NITR0-PHEN7Ii ESTER : Into a solution 

of one of the two diastereomers of •4-(3/4- 
dif luorophenyl) -5-methyl-oxazolidin-2-one (0.97 g, 4.55 
mmol) in 60 mL THF was added a solution of n- 
butyllithium in hexane (3.06 mmol, 4.9 mmol) dropwise 
25 via a syringe under argon atmosphere at -78 ^C. The 
resulting yellow solution was stirred at -78 °C for 40 
min. This solution was then added dropwise via a 
caxuiula into another round bottom flask x;ontaining a 
solution of 4-nitrophenylchloroformate (1.03 g, 5.1 
30 mmol) in 60 raL of THF, copied at -78 ^C, over a period of 
15 min. After five minutes, the flask was removed from 
the cooling bath and stirring was continued for 1 h. The 
reaction mixture was quenched by adding ice and it was 
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extracted with EtOAc. The organic extracts were 
washed with brine and the organic layer was dried over 
Na2S04. The solvent was removed after filtration and the 
residue was purified hy column chromatography on silica 
5 gel with 1:1 hexane/CH2Cl2 followed by CH2CI2 to give the 
desired product. 

The relative conf igxirations of the cis and trans isomers 
were assigned on the basis of NMR analysis of the 

10 respective p-nitrophenyloxycarbonyl derivatives. For 
the trans isomer, an NOE was observed between the 
protons of the C-5 methyl group and the proton at C-4. 
No NOB was observed between the protons at the C-4 and 
C-5 positions of this isomer, which was thus assigned 

15 trans stereochemistry. For the cis isomer, no NOE was 
observed between the protons of the C-5 methyl group and 
the proton at C-4. However, a NOE was observed between 
the protons at the C-4 and C-5 positions, leading us to 
assign th.is isomer cis stereochemistiry. The vicinal 

20 coupling constcuxts of the C-4 protons of cis (J = 7.8 
Hz) and trans (J* = 5.1 Hz) are also consistent with the 
values reported for similar oxazolidinones, and were 
thus helpful in making the stereochemical assignments 
(Dondoni, A.; Perrone, D.; Semola, T. Synthesis 1S95, 

25 181) . 

Bnantiomers of the diastereomers were separated by HPLC 
by using a Chiralcel OD column (20 x 250 mm) with 80% 
hexane/20% isopropyl alcohol/ 0.1 % diethylamine as the 
30 eluting system (12 mL/min) under isocratic conditions 
(y.V. 254 nm) . 

In order to assign the absolute configurations at the 
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stereogenic centers of the oxazolidinone rings, a new 
synthetic route was designed which employed an 
enantioraerically pure substrate derived from the chiral 
pool. Commercially available (5) ^ {+) -methyl lactate was 
5 converted into its pyrrolidine amide according to the 
method of Martin et al (Martin, R.; Pascual, O.; Romea, 
P.; Rovira, R.; Urpi, F. ; Vilarrasa, J. Tetrahedron 
Lett. 1997, 38, 1633) . Following the protection of the 
hydroxy group of (2£f) -1-oxo-l- (l-pyrrolidinyl) -2- 

10 propanol to a TBDMS group, treatment of tert- 
butyl (dimethyl) silyl (IS) -l-methyl-2-oxo-2- (1- 

pyrrolidinyl) ethyl ether with 3, 4-difluorophenyllithium 
yielded (2S) -2- { [ tert-butyl (dimethyl) silyl] oxy} -1- (3 ^ 4- 
dif luorophenyl) -1-propanone as the sole product, which 

15 was then converted to (2S) -2- { [tert- 

butyl (dimethyl) silyl] oxy} -1- (3 , 4-dif luorophenyl) -1- 
propanone oxime* Reduction of the (2S> -2- { [tert- 
butyl (dimethyl) silyl] oxy}-l- (3 , 4-dif luorophenyl) -1- 
.propanone oxime with LiAlH,, N-acylation, and base 

20 induced cyclization provided oxazolidinone 

diastereomers, which were separated by flash column 
cliromatography- The enantiomeric purity of these 
isomers was confirmed by chiral HPLC analysis and their 
relative configurations were assigned by comparison of 

25 their NMR spectra with those of the racemic isomers. 

As the absolute configuration at C-5 of the lactic acid 
derived oxazolidinone described above is (S) , the C*4 
center in trans compounds also has the (S) 
. configuration. Accordingly, the. absolute configurations 

30 for the stereogenic centers in the cis compounds are 
assigned accordingly {4R,5S) . 
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4 -NITROPHENYIi ( 4S ^ 5R) -4 - (3,4 -DIFLUOROPHENYI,) - 5 - 

METHYL-2-OXO-l,3-OXAZOLIDINE-3-CARBOXYLATE: NMR (400 

MHz, CDCI3) S 8.25 (d, 2H, J=8.8 Hz), 7.30 - 6.99 (m, 
5H) , 5.35 (d, IH, J=7.7 Hz), 5.07 (apparent quintet, 
5 IH), 1.17 (d, 3H, J=6.5 Hz); Anal. Calc. for 

C17H12P2N2O6+O.5H2O: C, 52,72; H, 3.38; N, 7.23, Found: C, 
53.09; H, 3.19; N, 7.50- 

(+) -2-AMXNO-3- (3,4-DIFi:iT70RO) -PHENYL- PROPAN-l-OIi: (+) - 

10 3,4-difluorophenyl alanine (1.0 g, 5.0 tnmol) was added 
in small portions to a stirring suspension of LiAlH4 
(0.480 g', 12.5 mmol) in THF (30 tnL) at 0 °C. The 
resulting gray suspension was then heated at reflux for 
2 h. The reaction mixture was cooled to 0 and then 

15 carefully quenched sequentially with water (0.5 mL) , 3 N 
NaOH (0.5 mL) , and water (1.50 mL) . The resulting 
suspension was filtered through a fritted glass funnel. 
• Ether (50 tnL) was added to the filter cake and .the 
suspension was heated at reflux temperature for 20 min. 

20 The suspension was filtered cOid was combined with the 
previous filtrate. The combined organics were dried 
over MgS04i filtered and the solvent was removed in 
vacuo. 2-Amino-3- (3 , 4-dif luoro) -phenyl -propan-:l-ol was 
obtained as a white solid (0.500 g, 100%) which was used 

25 in the next step without further purification. 

(+) - [1- (3 ,4-DIFLITOROBENZYI.} -2-Hyi}R0X7-ETHTL] -CARBAIfIC 
ACID-rERT-BXTTYIi ESTER: A solution of di-tert-butyl 
dicarbonate (0.640 g, 2.90 mmol) in CHCI3 (10 mL) was 
30 added in one portion to a solution of (+) -2-amino-3- 
(3, 4-dif luoro) -phenyl-propan-l-ol (0.500 g, 2.62 mmol) 
in CHCI3 (20 mL) at 0 and the resulting solution was 
stirred overnight at room temperature. The solvent was 
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removed in vacuo and the residue was 
chromatographed (2:1 hexane-EtOAc, followed by EtOAc) , 
giving (+) - [1- (3, 4-dif luorobenzyl) -2 -hydroxy- ethyl] - 

carbaraic acid- tert-butyl ester as a white solid (0.640 
5 g, 99%) . 

(+) -4-(3^4-DIFLtrORO-BEaiZXL)-OXAZOLIDIN-2-ONE: A solution 
of (+) - [1- (3 , 4-dif luorobenzyl) -2 -hydroxy- ethyl] -carbamic 
acid- tert-butyl ester (l.OO g, 4.00 mmol) in THF (10 mL) 

10 wias added via a dropping funnel to a stirring suspension 
of 95% NaH (0.12 g, 5.0 mmol) in TOP (20 toL) at room 
temperature. The resulting suspension was stirred for 3 
* • h and then quenched carefully with water (10 mL) . The 
biphasic mixture was extracted with Et20 (50 mL) , washed 

15 with brine, filtered and the solvent was removed in 
vacuo. The resulting gummy residue was purified by 
column chromatography (Rf = 0.25, 3:2 hexane-EtOAc) , to 
give the desired product as a white solid (0.320 g^ 
76%) . 

20 

(•f) -4- (3,4-DIFLUORO-BEllZYL} -OXAZOLIDIN-2-ONE-3- 
CARBOXTLIC ACID - 4 -NITRO- PHENYL ESTER: A solution of (+) - 
4- (3,4-dif luoro-benzyl) -oxazolidin-2-one (0.210 g, 1.0 
mmol) in THF (10 mL) was added dropwise via a dropping 

25 funnel to a stirring suspension of NaH (30.0 mg, 1.30 
mmol) in anhydrous THF (10 mL) under argon. The 
resulting suspension was stirred at room temperature for 
30 min. This suspension was then added .dropwise via 
cannula to a solution of 4-nitrophenylchloroformate 

30 (0.300 g, 1.50 mmol) in THF (20 mL) at -78 over 15 

min. Stirring was continued for 2 h after which the 
solvent was removed and the residue was purified by 
column chromatography (1:1 hexane/C2l2Cl2 , followed by 
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CH2CI2; Rf= 0.4, CH2CI2), to give the desired product 
as a yellow solid (0.350 g, 82%) . 

Similarly, following the above procedure, 4-nitrophenyl 
5 4- (4-f luorobenzyl) -2-oxo-l, 3-oxazolidine-3-carboxylate 

was obtained by substituting (+) -3,4-dif lourophenyl 
alanine with p-f luorophenyl alanine: 

4-NXTROPHEimi 4- (4-FLI70ROBENZYL) -2-OXO-l, 3 -OZAZOLXDX1I&- 
10 3-CARBOXYIiATE: NMR (400 MHz, CDCI3) 5 8.32 (d, 2H, 

J=9.3 Hz), 7.42 (d, 2H, J=8.9 Hz), 7.24-6.99 (tn, 4H) , 
4.69 - 4.59 (m, IH) , 4.35 (t, IH, J=8.6 Hz), 4.23 (dd, 
IH, J=2.7, 9.3 Hz), 3.37 (dd, IH, J=3.8, 13.6 Hz), 2.94 
(dd, IH, J=9.3, 13.6 Hz); Anal.-Calc. for C17H13FN2O6: C, 
15 56.67; H, 3.64; N, 7.77. Foimd: C, 56.94; H, 3,76; N, 

7.71. 

2- [6- (4-PHBNYI.-l-PXPERIDINYL)HEZYI«] -IH-ISOINDOLE- 
1,3(2H)-DX0NE: To the 500 ml RB-flask was added 4- 

20 phenylpiperidine hydrochloride (5 g, 25 mmol) , Nr-(6- 
brotnohexyl) phthalimide (15.5 g, 50 mmol ) , N, N- 
diisopropylethylamine (21.8 ml, 125 mmol), 
tetrabutylammonium iodide (0.2 g) , and dioxane (250 ml) 
at room temperature. The reaction mixture was stirred 

25 at 100 for 72 h. The solvent was removed in vacuo and 
the crude product was purified by flash chromatography 
(98:2 = Chloroform : 2N -ammonia in methanol) to afford 
7.67 g of the desired product (77% yield) r NMR (400 
MHz, CDCI3) 6 7.78-7.79 (m, 2H) , 7.74-7.65 (m, 2H) , 7.32- 

30 7.14 (ra, 5H), 3.69 (t, 2H, J=7.35 Hz), 3.06 (d, 2H, 

J=11.0 Hz), 2.49 (quintet, IH, J=7.6 Hz), 2.36 (t, 2H, 
J=7.6 Hz), 2.02 (t, 2H, J=12.5 Hz), 1.82 (br s, 4H) , 
1.69 (t, 2H, J=6.3 Hz), 1.54 (br s, 2H) , 1.37 (br s. 
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4H) ; ESMS m/e; 391,3 (M + H)*; Anal. Calc. for 
C25H30N2O2+O-2H2O: C, 76.19; H, 7.77; N, 7.11. Found: 
76.14; H, 7.38; N, 7.13. 

5 METHOD I. General procedure for the Preparation of the 
substituted 4- [4- (3-aminophenyl) -1-piperidinyl] -1- 

(phenyl ) - 1 -butsmones : A mixture of 4 - ( 3 - 

aminophenyl) piper idine (2.0 nunol ) , 2.4 iranol of the 
appropriate substituted phenyl butyryl chloride (e.g. 4- 

10 chloro-4 ' -phenoxybutyrophenone , 4-cbloro-3 ' , 4 ' - 

dime thylbut yrophenone , 4 - chloro- 4 ' - chlorobut yrophenone , 
y-chlorobutyrophenone, 4~chloro-3 ' ^ 4 ' - 

dimethoxybutyrophenone) , 3.0 mmol of K2CO3, and 10 mg of 
18-*croito-6 in 5 mL of toluene were heated at 110 for 

15 2.5 days. The reaction mixture was concentrated and 
chromatographed on silica (5% methanol in 
dichloromethane) to give the desired compound: 

4- [4- (3-AMlNOPHBNYL) -1-PIPBRXDIOTLl -1- (4-PHKNOXyPHEira.) - 
20 1-BUTANONE: Using Method I, the desired product was 
obtained. 305 mg; ESMS m/e : 415.4 (M + H)^. 

4- [4- (3 -AMINOPHENYL) -I-PIPBRIDINYL] -1- (3,4- 
DIMETRYLPHENYI<)--1-BIJTAN0NE: Using Method I, the desired 
25 product was obtained- 320 mg; ESMS m/e : 351.3 (M + H)*. 

4- [4- (3-AMINOPHENYL) -1-PIPERIDINYI.] -1- (4-CHLOROPHENni) - 
l-BUTANONE: Using Method I, the desired • product was 
obtained. 500 mg; Anal. Calc for C21H25CIN2O+O.3H2O: C, 
30 69.62; H, 7.12; N, 7.73. Found: C, 69.63; H, 7.34; N, 

7.60; ESMS m/e : 357.3 (M + H)*. 
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4- [4- (3-AMINOPHENYL) -1- PIPERIDINYL] -1-PHENYL-l- 

BUTANONE: Using Method I, the desired product was 
obtained. 250 mg; Anal. Calc for C21H26N2O+0 .2H2O: C, 
77.36; H, 8-16/ N, 8-59. Found; C, 77.55; H, 8.12; N, 
5 8-75; ESMS m/e : 323.3 (M + H)*- 

4- [4- (3-AMINOPHENYL) -l-PIPERIDINYL] -1- (2^4- 
DIMETHOXyPHKNYIi) -1-BDTANONE: Using Method I, the desired 
product was obtained. 330 mg; Anal. Calc for 
10 C23H30N2O3+O.5H2O: C, 70.56; H, 7.98; N, 7.16. Pound: C, 

70.69; H, 7.87? N, 6.99; ESMS m/e : 383.3 (M + H)"". 

METHOD II. Geberal Procedure for the Acylation or 
Sulfonylatlon of the Substituted 4- [4- (B-Aminophenyl) -1- 

15 piperidinyl] -l-(4-phenyl) -1-butanones: A mixture of 1 
equivalent of a substituted 4- [4- (3-aminophenyl) -1- 
piperidinyl] r 1 - ( 4 -phenyl ) - 1 -butanone , 1.5 equivalent of 
cui acid chloride or a sulfonyl chloride, and 5 
equivalents of diisopropylethylamine , in dichloromethane 

20 was stirred at room temperature for two days. The 
reaction mixture was applied to a preparative TLC plate 
and eluted with dichloromethane : methanol ( 15 : 1 , 
containing 1% isopropyl amine) to give the desired 
product . 

25 

METHOD III. General procedure for the Preparation of 
the substituted 4-N- (3-{l- [4- (phenyl) -4-oxabutyl] -4- 
plp.eridinyl}phenyl)acetamide8s A mixture -of N-[3-(4- 
piperidinyl) phenyl] acetamide (1.0 eq) and an aryl 
30 substituted chlorobutyrophenone (2.0 eq) , K2CO3 (5.0 eq) , 
diisopropylethylamine (3 . 0 eq) and tetrabutylammonium 
iodide (cat. 5-10%) in dioxsuie (0.5 to 1.0 M) were 
heated at reflux temperature for 16 h. The reaction 
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mixture was filtered and concentrated ixi vacuo. 
The crude product was chromatographed using silica 
preparative TLC (chloroform : methanol containing 0.5% 
isopropyl amine) to give the desired product. 

5 

Exaniple 1 

N- (3-{l- [4- (3^4-DIMETHYLPHENYL) -4-OXOBDTYLl -4- 
PIPERIDINyL}PHENYL) ACETAMIDB : Using Method III, the 

desired product was obtained. NMR (CDCI3) 5 7.75 (s, 
,10 IH), 7.71 (d, IH, J=7.6 Hz), 7.45 (d, 2H, J=7.2 Hz), 

7.35 (s, IH) , 7.26-7.22 (m, 2H) , 6.93 (d, IH, J=7.6 Hz), 
3.24-3.21 (m, 2H) , 3.04 (t, 2H, J=7.0 Hz), 2.67-2.63 (m, 
2H) , 2.59-2.48 (m, IH) , 2.32 (s, 6H) , 2,30-2.27 (m, 2H) , 
2.18 (s, 3H) , 2.14-2.06 (m, 2H) , 2.00-1.80 (m, 4H) ; ESMS 
15 m/e : 393.3 (M + H)*. 

Example 2 ^ 

N- (3-{l- [4- (3,4-DIMETHn.PHENyL) -4-OXOBXJTYL] -4- 
PiPEiaDIMYIr}PHEimi)-2-MBTE7LPIU3PAlUMIDE^ A mixture of 

20 0.0500 g (0.200 mmol) of 2-methyl-N- [3- (4- 

piperidlnyl) phenyl] propanamide, 0.100 g (0.480 mmol) of 
4-chloro-3 ' , 4 ' -dimethylbutyrophenone , 0.080 g (0 . 600 
iranol) of K2CO3 and 0.090 g (0,600 mmol) of Nal in 5 mL of 
DMF was heated at reflux temperature for 18 hours. The 

25 reaction mixture was filtered, the filtrate was poured 
into 5 mL of water and washed with 3 X 5 mL of ethyl 
acetate. The combined organic extracts were dried 
(MgS04) , con,centrated in vacuo and purified by 
preparative TLC (silica; 9.5 : 0.5, dichloromethcuae : 

30 methanol + 1% isopropyl amine) to afford 0.067 g (80.0% 
yield) of the desired product: ^H NMR (400 MHz, CDCI3) 5 
7.72 (d, IH, J=8.0 Hz), 7.44 (s, IH) , 7.38 (d, IH, J=8.0 
Hz), 7.23-7.20 (m, 2H) , 7.16 (s, IH) , 6.95 (d, IH, J=6.8 
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Hz), 3.13-3.11 (m, 2H) , 3-02 (t, 2H, iJ=7.0 Hz), 
2.56-2.40 (m, 4H) , 2.32 (s, 6K) , 2.17-2.15 (m, 2H) , 
2.04-1.78 (m, 6H) , 1.25 (d, 6H, J=6.8 Hz); ESMS m/e : 

421.3 (M + H)*. 

5 

Sxantple 3 

N- (3-{l- 14- (3,4-DIMETHyi.PHKNyL) -4-OXOBUra-] -4- 
PIPERIDINYIi}PHENyL) CYCOiOHEXANECARBOXAMIDE : Using Method 
II, the desired compound was obtained, ^H NMR (400 MHz, 
10 CDCI3) 5 7.80-6.81 (m, 7H) , 3.41-3.00 (m, 4H) , 2.95-2.41 

(m, 4H), 2.32 (s, 6H) , 2.22-1.05 (m, 18H) ; ESMS m/e : 

461.4 (M + H)*. 

Example 4 

15 N- (3-{l- [4- (3,4-I)IMETHYI.PHENyL) -4-OXOB0TyL] -4- 

PIPERIDINYIi}PHENyii) -2-PHENYLACETAMIDE: Using Method II, 
the desired product was obtained. ^H NMR (400 MHz, CDCI3) 
5 7.85-7.65 (m, 2H) , 7.45-6.92 (m, lOH) , 3.76 (s, 2H) , 
• 3.10-2.90 (m, 4H) , 2.50-2.35 (m, 3H) , 2.32 (s, 6H) , 

20 2.10-1.85 (m, 4H) , 1.80-1.60 (m, 4H) ; ESMS ra/e : 469.4 

(M + H)*. 

. Example 5 

N- (3-{l- [4- (3,4-DIMETHyi.PHBinn:i) -4-OXOBUTYIi] -4- 
25 PIPERIDINYL}PHEim.) -2- (3-HETHOXYPHEim.) ACETAMIDB: Using 

Method ri, the desired product was obtained. NMR (400 
MHz, CDCI3) 5 7.76-7.65 (m, 2H) , 7.38-7.12 (m, 6H) , 6.95- 
6.80 (m, 3H) , 3.82 (s, 3H) , 3.70 (s, 2H) , 3.10-2.90 (m, 
4H) , 2.50-2.38 (m, 3H) , 2.32 (s, 6H) , 2.10-1.85 <m, 4H) , 
30 1.80 "1.60 (m, 4H) ; ESMS m/e : 499.4 (M + H)*. 

Exainple 6 
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N- (3-{l- [4- (3,4- DIMKTHYIiPHEHYI.) -4- 

OXOBUTYL] -4-PIPERID3ajYL}PHENyi.) - 2 -MKTHOXYACETAMIDE : 
Using Method II/ the desired product was obtained. NMR 
(400 MHz, CDCI3) 5 7.80-7.75 (m, 2H) , 7.50-7.38 (m, 2H) , 
5 7.34-6.90 (m, 3H) , 4.00 (s, 2H) , 3.51 (s, 3H) , 3.30-2.95 

(m, 4H), 2,70-2.50 (m, 3H) , 2.32 (s, 6H) , 2.15 -1.80 (m, 
8H) ; ESMS m/e : 423.3 (M + H)*. 

Example 7 

10 N- (3-{l- [4- (3,4-DIMETHYIJPHKNYL) -4-OXOBUTYI.l -4- 

PIPERIDINyi.}PHENYI.) METHANESULFONAMIDE : Using Method II , 
the desired product was obtained. NMR (400 MHz, CDCI3) 
5 7.82-7.10 (m, 7H) , 3.41 (s, 3H) , 3.40-2.85 (m, 4H) , 
2.82-2.35 (m, 5H) , 2.32 (s, 6H) , 2.22-1.80 (m, '6H); .ESMS 

15 m/e : 429.3 (M + H)-". 

Example 8 

N- (3-{l- [4- (3,4-DIMETHYLPHENYL) -4-OXOBUTYIil -4- 
PIPERIDINYL}PHENYL) ETHANE SULFONAMIDE : Using Method 1 1 , 
20 the desired product was obtained. NMR (400 MHz, CDCI3) 

5 7.75 (s, IH), 7.71 (d, IH, J=7 . 6 Hz), 7.30-7.09 (m, 
4H) , 7.02 (d, IH, J=7.2 Hz), 3.36-3.05 (m, 6H) , 2.77- 
2.52 (m, 3H) , 2.32 (s, 6H) , 2.15-1.82 (ra, 8H) , 1.37 (t, 
3H, J=7.4 Hz); ESMS m/e : 443.3 (M + H)^ 

25 

Eacample 9 

N- (3-{l- [4- (4-CHLOROPHBNyi.) -4-OXOBOTyLl -4- 
PIPERXDXNYL}PHENYJ:.)ACETAMIDE: Using Method III, the 
desired product was obtained. ^H NMR (400 MHz, CDCI3) 5 
30 7.92 (d, 2H, J=8.8 Hz), 7.55-7.40 (m, 3H) , 7.35 (s, IH) , 

7.22 (t, IH, a=8.0 Hz), 6.92 (d, IH, J=8.0 Hz), 3.30- 
3.27 (m, 2H), 3.09 (t, 2H, J=7.0 Hz), 2.76-2.39 (m, 5H) ^ 
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2.20 (s, 3H), 2.17-1.85 (m, 6H) ; ESMS m/e : 399.3 
(M + H)\ 

Example 10 

5 N- (3-{l- [4- (4-CHLOROPHEira.) -4-OXOBUTYL] -4- 

PIPERID3arai}PHEirai) -2--MBTHYIiPR0PANAMIDE: Using Method 
II, the desired product was obtained. NMR (400 MHz, 
CDCI3) 5 7.93 (d, 2H, J=8.6 Hz), 7.45 (d, 2H, J=8.6 Hz), 
7.39 (d, IH, J=7.2 Hz), 7.32 (s, IH) , 7.24 (t, IH, J=7.8 
10 Hz), 6.94 (d, IH, J=8.4 Hz), 3.21-3.18 (m, 2H) , 3.05 (t, 

2H, J=7.0 Hz), 2.64-2.51 (m, 4H) , 2.28-1.86 (m, 8H) , 

I. 26 (d, 6H, a=6.8 Hz); ESMS m/e : 427.3 (M + H)*. 

Example 11 

15 N- (3-{l- [4- (4-CHIiOROPHEliyL) -4-OXOBUTXIi] -4- 

PXPERIDXNYL}PHEISI7L) CTCLOHEXANECi^ Using Method 

II, the desired product was obtained. ^H NMR (400 MHz, 
CDCI3) 5 7.93 (d, 2H, J=8.4 Hz), 7.55-7.19 (m, 5H) , 6.93 
(d, IH, J=7.6 Hz), 3.25-3.00 (m, 4H) , 2.65-2.45 (m, 4H) , 

20 2.30-1.50 (ra, 18H) ; ESMS m/e : 467.3 (M + H)*. 



Exanqale 12 

N- (3-{l- [4- (4-CHLOROPHENYL) -4-0X0BTrm:i] -4- 
PIPERIDXNYIi}PHEimi) -2-PHEN7L&CETAHIDE: Using Method II, 
25 the desired product was obtained. ^H NMR (400 MHz, CDCI3) 

5 7.92 (d, 2H, J=8.4 Hz), 7.46-7.26 (m, 9H) , 7.20 (t, 
IH, J=7.6 Hz), 6.92 (d, IH, J=7.6 Hz), 3.75 (s, 2H) , 
3.15-3.13 (m, 2H), 3.03 (t, 2H, J=7.0 Hz), 2.64-2.46 (m, 
3H), 2.22-1.60 (m, 8H) ; ESMS m/e : 475.3 (M + H)*. 

30 

Exas^le 13 

N- {3-{l- [4- (4-CHI.OROPHEHYL) .4-OXOBUTYL] -4- 

PlPERIDZim.}PHENyL) -2- O-METHOr^HENYL) ACETi^DE : Using 
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Method II, the desired product was obtained. 
NMR (400 MHZ, CDCI3) 5 7.92 (d, 2H, J=8.4 Hz), 7.44 (d, 
2H, J=8.4 Hz) 7.38 (s, IH) , 7.35-7.25 (m, 3H) , 7.19 (t, 
IH, J=7.8 Hz), -6.94-6.86 (m, 3H) , 3.81 (s, 3H) , 3.72 (s, 
5 2H), 3.12-3.09 (m, 2H) , 3.02 (t, 2H, J=6.8 Hz), 2.57- 

2.44 (m, 3H), 2.20-1.60 (m, 8H) ; ESMS m/e : 505.3 (M + 

n)\ 

Eacaiaple 14 

10 N-(3-{l-[4-(4-CHIiOROPHENYL)-4-OXOBUTYIi]-4- 

PIPERIDINYIi}PHBNyL)-2-METH0XYACETAMIDB: Using Method II, . 
the desired product* was obtained. ^H NMR (400 MHz, 
CDCI3) 5 7.93 (d, 2H, Cr=8.4 Hz), 7.50-7.25 (m, 5H) , 6.98 
(d, IH, J=7.8Hz), 4.01 (s, 2H), 3.57 (s, 3H) , 3.30-3.15 - 

15 (m, 2H), 3.06 (t, 2H, J=6.8 Hz), 2.70-2.50 (m, 3H) , 

2.35-1.80 (m, 8H) ; ESMS m/e : 429.3 (M + H)*. 

Exas^le 15 

N- (3-{l- [4- {4-CHLOROPHENYL) -4-OXOBUTYL] -4- 
20 PIPERIDINyL}PHENYIi) METHANESULFONAMEDE : Using Method II, 

the desired product was obtained. ^H NMR (400 MHz, 
CDCI3) 5 7.95-6.96 (m, 8H) , 3.48 (s, 3H) , 3.28-2.90 (m, 
6H), 2.80-2.57 (m, 3H) , 2.38-1.86 (m, 6H) ; ESMS m/e : 
435.2 (M + H)*. 

25 

Example 16 

N- (3'{1- [4- (4-CHLOROPHENyL) -4-OXOBUTyii] -4- 

PIPERIDINyL}PHENyi.) BTHANESULFONAMIDE : Us ing Method 1 1 , 
the' desired product was obtained. ^H NMR (400 MHz,- 
30 CDCI3) 5 7.93 (d, 2H, J=8.2 Hz), 7.45 (d, 2H, J=8.2 Hz), 

7.30-7.08 (m, 3H) , 6.99 (d, IH, J=7 . 6 Hz), 3.26-3.02 (m, 
6H) , 2.69-2.45 (m, 3H) , 2.32-1.75 (m, 8H) , 1.36 (t, 3H, 
J=7.4 Hz); ESMS m/e : 449.3 (M + H)*. 
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Exaiiqple 17 

N-{3- [1- {4-OXO-4-PHENYLBUTYI1) -4- 

PIPERIDIimi]PHENYL}ACETAMIDB: Using Method III, the 
5 desired product was obtained. NMR (400 MHz, CDCI3) 5 

8,10-6.80 (m, 9H), 3.40-2.95 (m, 4H) , 2.85-2.20 (m, 3H) , 
2.19 (s, 3H), 2.15-1.70 (m, 8H) ; ESMS m/e : 365.3 (M + 

10 Exai&ple 18 

2-METHyL-N-{3- [1- (4-0X0-4 -PHENYLB0TYI.) -4- 

PIPERIDINYL]PHKim:i}PROPANAMIDE: Using Method II, the 
desired product was obtained. NMR (400 MHz, CDCI3) 6 

7.99 (d, 2H, J=7.4 Hz) , 7.57 (t, IH, J=7,4 Hz) , 7.48 (t, 
15 2H, J=7.4 Hz), 7.45-7.20 (m, 2H) , 7.24 (t, IH, J=8.0 

Hz), 6.94 (d, IH, 8.0 Hz), 3.24-3.21 (m, 2H) , 3.09 (t, 
2H, J-7.0 Hz), 2.57-2.25 (m, 4H) , 2.31-1.84 (m, 8H)-, 
1.26 (d, 6H, J=7.2 Hz); ESMS m/e : 393.3 (M + H)"^. 

20 Exainple 19 

N-{3- [1- (4-OXO-4-PHEHYLBUTYL) -4-PIPERIDIKyL]PHENYIi}-2- 
PHENYLACETAMIDE: Using Method II, the desired product 
was obtained. ^H NMR (400 MHz, CDCI3) 5 7.98 (d, 2H, . 
J=:7.6 Hz), 7.65-7.15 (m, IIH) , 6.92 (d, 2H, J=7.2 Hz), 

25 3.74 (S, 2H), 3.20-2.95 (m, 4H) , 2.65-2.40 (m, 3H) , 

2.25-1.70 (m, BH) ; ESMS m/e : 441.3 (M + H)*. 

Example 20 

2- (3-METHOXyPHENYL) -N-{3- [1- (4-OXO-4-PHENYIiBUTYL) -4- 
30 PlPBRIDINYIi]PHEimi}ACETAMIDE: Using Method II, the 
desired product was obtained. ^H NMR (400 MHz, CDCI3) 5 
7.98 (d, 2H, J=7.6 Hz), 7.56 (t, IH, J=7.62 Hz), 7.46 
(t, 2H, J=7.6 Hz), 7.40 (s, IH) , 7.37-7.26 (m, 2H) , 7.19 
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(t, IH, J=7.8 Hz), 6.94- 6.86 (m, 3H) , 3,81 (s, 
3H), 3.71 (s, 3H), 3.12-3.03 (m, 4H) , 2.57-2-44 (m, 3H) , 
2.16-1.77 (m, BH); ESMS m/e : 471.3 (M + H)*, 

5 Example 21 

N- (3-{l- [4- (2,4-DIMETHOXyPHENYL) -4-OXOBUTYL] -4- 
PIPERIDINyL}PHENyL)ACETAMIDE: Using Method III, the 
desired product was obtained. NMR (400 MHz, CDCI3) 5 

7.82 (d, IH, J=8.8 Hz), 7.54 (d, IH, J=7.6Hz), 7.33 {s, 
10 IH), 7.22 (t, IH, J=7.6 Hz), 6.93 (d, IH, J=7.6 Hz), 

6.53 (d, IH, J=8.8 Hz), 6.46 (s, IH) , 3.90 (s, 3H) , 3.86 
(s, 3H), 3.48-3.27 (m, 2H) , 3.05 (t, 2H, J=6.B Hz), 
2.90-2.68 (m, 2H), 2.65-2.38 {m, 3H) , 2.25 (s, 3H) , 
2.18-1,80 (ra, 6H) ; ESMS m/e : 425.3 (M + H)-". 

15 

Exan^le 22 

N- (3-{l- [4-(2,4-DIMKTH0XyPHBNYL) -4-OXOBUTYIi] -4- 
PlPERIDINyL}PHKNYL) - 2 -MBTHYLPROPANAMIDE : Us ing Method 
II, the desired product was obtained. ^H NMR (400 MHz, 

20 CDCI3) 5 7.98 (d, IH, J=8.6 Hz), 7.41-7.37 (m, 2H) , 7.24 

(t, IH, J-7.8 Hz), 6.96 (d, IH, J=7 . 8 Hz) , 6.54 (d, IH, 
J=:8.6 Hz), 6.46 (s, IH) , 3.89 (s, 3H) , 3.86 (s, 3H) , 
3.11-3.08 (m, 2H), 2.98 (t, 2H, J=7.2 Hz), 2.53-2.46 (m, 
4H), 2.13-1.79 (m, 8H) , 1.25 (d, 6H, J=6.8 Hz); ESMS m/e 

25 : 453.3 (M + H)*. 

Example 23 

N- {3-{l- [4- {2,4-DlMBTHOXYPHBNYL) -4-OXOBUTYL1-4- 
PIPERIDINYL}PHENYL)-2-PHENyLACETAMIDE: Using Method II, 
30 the desired product was obtained. ^H NMR (400 MHz, 
CDCI3) 5 7.85 (m, 12H), 3.89 (s, 3H) , 3.86 (s, 3H) , 3.74 

(s, 2H), 3.22-2.90 (m, 4H) , 2.64-2.40 (m, 3H) , 2.25-1.70 

(m, 8H); ESMS m/e : 501.3 (M + H)*. 
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Ebcanple 24 

N- (3-{l- 14- (2,4-DIMETHOXyPHENYL) -4-.0X0BtmrL] -4- 
PiPERIDINYIi}PHENYl.) -2- (S-MBTHOXYPHENYI,) ACETAMIDB:Using 
5 - Method II, the desired product was obtained. NMR (400 
MHz, CDCI3) 5 7.82 {d, IH, J=8.8 Hz), 7.48-7.15 (m, 5H) , 
6.95-6.80 (m, 3H) , 6.58-6.45 (m, 2H) , 3.89 (s, 3H) , 3.86 
(s, 3H), 3.81 (s, 3H), 3.72 (s, 2H) , 3.25-2.95 (m, 4H) , 
2.65-2.40 (m, 3H) , 2.30-1.95 (m, 4H)., 1.93-1.72 (m, 4H) ; 
10 ESMS m/e : 531.3 (M + H)*. 

Exaniple 25 

N- (3-{l- [4-OX0-4- (4-PHENOXYPHKNYL) BUTYL] -4- 
P1PBRIDINYL}PHENYL)ACETAMIDE: Using Method III, the. 
15 desired product was obtained. 

NMR (400 MHz, CDCI3) 5 8.15-6.75 (itl, 13H) , 3.30-2.80 
"(m, 4H) , 2.75-2.10 (m, 5H) , 2.03 (s, 3H) , 2.00-1.60 (m, 
6H); ESMS m/e : 457.3 (M + H)*. 
Exainple 26 

20 2-METHYL-N- {3-{l- [4-0X0-4- (4-PHKNOXyPHENYIi) BUTYL] -4- 

P1PERIDINYL}PHKNYL)PR0PANAMIDE: Using Method II, the 
desired product was obtained. NMR (400 MHz, CDCI3) 5 

7.96 (d, 2H, J=8.8 Hz), 7.43-7.15 (m, 6H) , 7.10-6,93 (m, 
5H), 3.42-2.95 (m, 4H) , 2.80-2.45 (m, 4H) , 2.20-1.80 (m, 

25 8H), 1.14 (d, 6H, J=6.8 Hz); ESMS m/e : 485.4 (M + H)*. 

Exan^le 27 - 

2- (3-METHOXYPHENYL) -N- (3-{l- [4-0X0-4- (4- 
PHEKOXYPHENYL) BUTYL] -4-PIPERXDINYL}PHENYL) ACETAHIDE: 

30 Using Method II, the desired product was obtained. ^H 
NMR (400 MHz, CDCI3) 8 7.97 (d, 2H," J=8.8 Hz), 7.41-7.18 
(m, 7H) , 7.08-6.99 (m, 5H) , 6.94-6.87 (m, 3H) , 3,82 (s, 
3H), 3.70 (s, 2H) , 3.10-2-95 (m, 4H) , 2 . 55-2 .40 . (m, 3H) , 
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2.15-1.95 (m, 4H), 1.81- 1-70 (m, 4H) ; ESMS m/e : 
563.4 (M + H)^. 

Sxainple 28 

5 N» - (3-{l- [4- (4-CHLOROPHENYL) -4-OXOBUTYL] -4- 

PIPERIDINYL}PHENyL) -N^N-DIMETHYLSULFAMIDE: Using Method 
II, the desired product was obtained. NMR (400 MHz, 

CDCI3) 5 7.93 (d, 2H, J=8.8 Hz), 7.44 (d, 2H, J=8.8 Hz), 
7.27 (s, IH) , 7.25-7.10 (m, 2H) , 6.94 (d, IH, J=7 . 6 Hz), 
10 3.30-3.10 (m, 2H} , 3.04 (t, 2H, J=6,8 Hz), 2.83 (s, 6H) , 

2-68-2.45 (m, 3H) , 2.30-1.75 (m, 8H) ; ESMS m/e : 464.3 
(M + H)-". 



Exaxople 29 

15 N-{3-{l- [4-0X0-4- (2-THIBNYI.) BUTYL] -4- 

PIPBRIDXNYIi}PHEim.) ACETAMXDE : Using Method III, the 
. desired product was obtained. ^H NMR {400 MHz, CDCI3) 5 
7.90-6.78 (m, 7H) , 3.22-2.88 (m, 4H) , 2.69-2.25 (ra, 5H) , 
2.02 (s, 3H) , 2.00-1.64 (m, 6H) ; ESMS m/e : 371.2 (M + 

20 H)*. 



Exajnple 30 

N- (3-{l- [4- (4-ISOPROPYLPHElilYL) -4-OXOBUT7L] -4- 
PIPERIDIimi}PHENYL)ACETAHXDS: Using Method III, the 
25 desired product was obtained. ^H NMR (40P MHz, CDCI3) S 
8.00-6.78 (m, 8H) , 3 . 15-2 . 98 (ra, 4H) , 2.77-2.15 (m, 4H) , 
2.03 (s, 3H), 2.00-1.62 (m, 8H) , 0.927 (d, 6H, J=:6.0 
Hz); ESMS m/e : 407.3 (M + H)*. 

30 Example 31 

N- (3-{l- 14- (4-MErayi.PHBNyi-) -4-OXOBUTyL] -4- 
PIPERXDINZL}PHENYL)ACETAMXDE: Using Method III, the 
desired product was obtained, NMR (400 MHz, CDCI3) 5 
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7.90-6.80 (m, 8H) , 3,10- 2,45 (m, 7H) , 2.32 (S, 
3H), 2.02 (s, 3H), 2.01-1.68 (m, 8H) ; ESMS m/e : 379.3 
(M + H)\ 

5 ExaJi^le 32 

N- {3-{l- [4- {4-BROMOPHENYL) -4-OXOBirra.l -4- 

PIPERIDINYL}PHENYL)ACETAMIDE: Using Method 111, the 
desired product was obtained. NMR (400 MHz, CDCI3) 5 

7.90-6.80 (m, 8H) , 3.30-fe\05 (m, 4H) , 2:70-2.45 (th, 3H) , 
10 2.05 (s, 3H), 1.98-1.65 (m, 8H) ; ESMS m/e : 444.0 (M + 

EXAMPLE 33 

N- (3-{l- [4- (3^4-DIMETHYLPHEimi) -4-OXOBUTYI.] -4- 
15 PIPERIDINYL}PHENyL) -2-PROPANESULFONAMIDE: Using Method 

II, the desired product was obtained. NMR (400 MHz, 

CDCI3) 5 7.75 (s, IH), 7.71 (d, IH, J=7 . 6 Hz), 7.27-7.00 
(m, 5H) , 3.32-3.24 (m, 3H) , 3.10-3.02 (m, 2H) , 2.78-2.50 
(tn, 3H) , 2.32 (s, 6H) , 2.19-1.84 (m, 8H) , 1.39 (d, 6H, 
20 J=6.8 Hz); ESMS m/e : 4*. 4 (M + H)*. 

ExaiDple 34 

N- (3-{l- [4-OXO-4- (4-PHEN0XyPHENYIi)B0TYL] -4- 
PIPERIDINYL}PHENni) -2 -PROPANE SULFONAMIDE: Using Method 
25 II, the desired product was obtained. ^ NMR (400 MHz, 
CDCI3) 5 7.97 (d, 2H, J=7.6 Hz), 7.44 (t, 2H, J=7.6 Hz), 
7.27-7.00 (m, 9H) , 3.35-2.96 (m, 5H) , 2.69-2.45 (m, 3H) , 
2.14-1.79 (m, 8H), 1.39 (d, 6H, J=6.8 Hz); ESMS m/e : 
521.4 (M + H)*. 

30 

Example 35 ^ 

N- (3-{l- [3- (4-CHLOROPHENyL) -3-METHOXyPROPYLl -4- 
PXPERlI)lNyL}PHENn.) -2-METHXliPROPAN^ A mixture of 3- 
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me thoxy-3 - (p- chlorophenyl ) - 1 - 

chloropropane (27.4 mg, 0,125 tnmol) , 2-methyl-N-' [3- (4-^ 
piperidinyl) phenyl] propanamide (28.3 mg, 0.125 mmol) , 
diisopropylethylamine (0.50 mL) and catalytic amoxint of 
5 tetrabutylaramonium iodide in dioxane (2.0 mL) was 
stirred at 90 **C for 72 hrs. The reaction mixture was 
concentrated to a small volume and chromatographed using 
preparative TLC plates [2.5% of NH3 (2.0 M in methsuiol) 
in CHCI3] gave N- (3-{l- [3- {4-chlorophenyl) -3- 

10 methoxypropyl] -4 -piperidinyl }phenyl) -2 -methylpropanamide 
(39.5 mg, 73.8% yield) as a thick oil: NMR 5 7.48 (S, 
1 H) , 7.34-7.3 (m, 2H) , 7.25 (m, 4H) , 6.96 (d, IH, J=7.4 
Hz), 4.20 (apparent dd, IH, iJ=5.9, 7.6 Hz), 3.2 (s, 3H) , 
3.04 (d, IH, iJ=10.1 Hz), 2.99 (d, IH, J=10.1 Hz), 2.49 

15 (h, 4H, J=6.6 Hz), 2.20-2.10 (m, 4H) , 1.82 (m, 4H) , 1.25 

(d, 6H, J=7.1 Hz); ESMS m/ei 429.4 (M + H)*. 

Example 36 

{3-{l- [6-(l,3-DIOXO-l,3-DIHYDRO-2H-lSOIOT)OIi-2- 
20 YL) HEXYL] -4 -PIPERIDINYL} PHENYL) - 2 -METHYLPROPANAMIDE : The 

synthetic method is the same as described for 2-[6-(4- 
phenyl -1 -piper idinyDhexyl] -lH~isoindole-l, 3 (2H) -dione. 
N- (3-{l- [6- (l,3-dioxo-l,3-dihydro-2H-isoindol-2- 
yl) hexyl] - 4 -piperidinyl} phenyl) -2 -methylpropanamide: 506 

25 mg (56% yield); ^H NMR (400 MHz, CDCI3) 5 7.86-7.80 (m, 

2H) , 7.73-7.68 (m, 2H) , 7.44 (s, IH) , 7.37 (d, IH, J=8.3 
Hz), 7.22 (t, IH, J=7.7*Hz), 6.96 (d, IH, J=7 . 7 Hz), 
3.69 (t, 2H, J=7.2 Hz), 3.01 (apparent d) 2H, J=11.3 
Hz), 2.58-2.40 (m, 2H) , 2,33 (m, 2H) 1.98 (dt, 2H, 

30 J=3.2, 11.3 Hz), 1.84-1.64 (m, 4H) , 1.51 (q, 2H, J=7.1 

Hz), 1.43-1.30 (m, 6H), 1.24 (d, 6H, J=6.8 Hz); ESMS 
m/e: 476.4 (M + H)*. 
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Example 37 

N-{3- [1- (3-METHOXy-3-PHENYLPROPYL) -4- 

PIPERIDINYL] PHENYL}- 2 -METHYIiPROPANAMIDE: A mixture of 3- 
methoxy- 3 -phenyl - 1 - chloropropane (23.1 mg , 0 . 12 6 rranol ) , 
5 2-inethyl-N- [3- ( 4 -piperidinyl) phenyl] propanamide (28 . 3 

mg, 0.126 ramol) , diisopropylethylamine (0.50 mL) and 
catalytic amoxint of tetrabutyl ammonium iodide in dioxane 
(2.0 mL) was stirred at 90 °C for 72 hrs. Chromatography 
using silica preparative TLC plates [2.5% of NH3 (2.0 M 

10 in methanol) in CHCI3] gave N-{3- [1- (3-methoxy-3- 

phenylpropyl) -4 -piperidinyl] phenyl} -2-methylpropanamide 
(45.4 mg, 91.2% yield) as a thick oil: NMR (400 MHz, 
CDCI3) 8 7.45 (S, 1 H), 7.34-7.25 (m, 5H) , 7.25 (m, 2U) , 
6.96 (d, IH, J=7.4 Hz), 4.20 (apparent dd, IH, J=5.9, 

15 7.6 Hz), 3.2 (S, 3H), 3.04 (d, IH, J=10.1 Hz), 2.99 (d, 

IH, J=10.iHz), 2.49 (apparent sept, partially hidden, 
4H, J=6.6 Hz), 2. 3-2. Km, 4H) , 1.82 (m, 4H) , 1.25 (d, 
6H, J=7.1 Hz); ESMS m/e: 395.4 (M .+ H)*. 

20 Exas^le 38 

N-(3-{l- [4- {1^3-D10XO-lr3-DIHYDRO-2H-ISOINDOL-2- 
YL) BXrmi] -4 -PIPERID1NYL}PHENYL) -2-MBTHYLPROPAMAMIDE : The 
synthetic method is the same as described for 2-[6-(4- 
phenyl-l-piperidinyl)hexyl] -lH-isoindole-1,3 {2H) -dione. 

25 N-(3-{l- [4- (l,3-dioxo-l,3-dihydro-2H-isoindol-2- 

yl)butyl] -4-piperidinyl}phenyl) -2-methylpropcaiamide: 664 
mg (74% yield); ^H NMR (400 MHz, CDCI3) 5 7.87-7.78 (m, 
2H), 7.76-7.64 (m, 2H) , 7.47 (s, IH) , 7.39 (d, IH, J=7.6 
Hz), 7.21 (t, IH, J=8.1 Hz), 6.94 (d, IH, J=7.6 Hz), 

30 3.72 (t, 2H, J«6.8 Hz), 3.37-3.22 (m, 2H) , 3.0 (apparent 

d, 2H, J=10.7 Hz), 2.75 (q, 2H, J=7.0 Hz), 2.64-2.33 (m, 
4H), 1-99 (dt, 2H, J=2.6, 11.7 Hz), 1.86-1.65 (m, 2H) , 
1.63-1.50 (m, 2H), 1.23 and 1,21 (two d, 6H, J=5.5 Hz); 
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. ESMS m/e: 448.4 (M + H)"^; Anal. Calc. for 

C27H34N3CIO3+O.4H2O: C, 66.02; H, 7.14; N, 8.55. Foxind: C, 
66.07; H, 6.78; N, 8.65. 

5 Example 39 

(3-{l- [4- (1^3-DIOX0-1^3-DIHyDRO-2H-ISOINDOI.-2- 
YL) BUTYL] -4-PIPBRIDINYL}PHENyL) -2-ME:THYLPR0PANAMIDB : The 
synthetic method is the same as described for 2-[6-(4- 
phenyl -1 -piper idinyDhexyl] -IH-isoindole-l^S (2H) -dione. 
10 N-(3-{l- [5- (l,3-dioxo-l,3-dihydro-2H-isoindol-2- 
yl)pentyl] •-4-piperidinyl}phenyl) -2-methylpropanamide: 
614 mg (64% yield); NMR (400 MHz, CDCI3) 5 7.87-7.8 
(m, 2H), 7.76-7.68 (m, 2H) , 7.48 (s, IH) , 7.41 (d, IH, 
J=7.6 Hz), 7.21 (t, IH, J=7.6 Hz), 6.95 (d, IH, J=7.6 
15 Hz), 3.69 (t, 2H, J=7.2 Hz), 3.39-3.28 (m, 2H) , 3.02 

(apparent d, 2H, J=11.6 Hz), 2.78 (q, 2H, J=7.2 Hz), 
2 •64-2. 52 (m, IH), 2*52-2.40 (m, IH) , 2.40-2.31 (m, 2H) , 
2.01 (dt, 2H, J«3.7, 11.1 Hz), 1.85-1.64 (m, 2H) , 1.58 
(q, 2H, J=:7.6 Hz), 1.45-1.32 (m, 2H) , 1.23 (d, 6H, J=6.9 
20 Hz); ESMS m/e: 462.4 (M + H)*; Anal. Calc. for 
C28H36N3CIO3: C, 67.52; H, 7.29; N, 8.44. Found: C, 67.04; 
H, 7.06; N, 8.38. 

ExaiDple 40 

2-MBTHZIi-N-{3- [1- (4-PHBNYLBXJTYL) -4- 

PIPERIDINyLlPHENYL}PROPiasiAMIDE: A mixture of 2-methyl7 
N- [3- (4-piperidinyl)phenyl] propanamide (28 . 3 mg, 0 . 100 
mmol) , 4-phenyl-l-chlorobutane (21.1 mg, 0.125 mmol-) , 
diisopropylethylamine (0.50 mL) , catalytic amount of 
tetrabutylammonium iodide and dioxane (2.0 mL) was 
heated at reflux temperature for 3 days. The reaction 
mixture was concentrated and chromatographed using 
preparative TLC plates [2.5% of NH3 (2.0 M in methanol) 



25 



30 
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in CHCI3I afforded the product^ 2-methyl-N- {3- [1- 
(4-phenylbutyl) -4-piperidinyl] phenyl }propanamide (9. 50 
mg, 25.1% yield) as a thick oil: NMR 5 7.37 (s, IH) , 
7.29 (apparent d, IH,. J=7.9 Hz), 7.18 (m, 3H) , 7.11 (m, 
5 3H), 6.90 (apparent d, IH, J=7.9 Hz), 3.02 (d, 2H, J=:6.8 
Hz), 2.41 (in, 4H, partially hidden), 2.01 (m, 2H) , 1.78 
(m, 4H), 1.57 (m, 4H) , 1.18 (d, 6H, J=7.7 Hz); ESMS in/e: 
379.4 (M + H)*. 



10 Example 41 

N- (3-{l- [3-(l,3-DIOXO-l,3-DIHYDRO-2H-ISOINDOL-2- 

YL) PROPYL] -4-PIPKRIDINYL}PHENyi,) -2-METHyiiPROPAHAMIDE : 

The synthetic method is the same as described for 2-[6- 
( 4 -phenyl -1 -piper idinyDhexyl] -lH-isoindole-1,3 (2H) - 

15 dione. N- (3-{l- [3- (l,3-dioxo-l,3-dihydro-2H-isoindol-2- 

yDpropyl] -4 -piperidinyl} phenyl) -2-methylpropanamide : 
810 rag- (93% yield); NMR (400 MHz, CDCI3) 5 7.87-7,82 
(m, 2H) , 7.73-7.68 (m, 2H) , 7.57 (s, IH) , 7.36 (d, IH, 
. J=8.5 Hz), 7.18 (t, IH, J=7.7 Hz), 6.79 (d, IH, J=7.1 

20 Hz), 3.78 (t, 2H, J=6.8 Hz), 3.06 (quintet, 2H, J=6 Hz) , 

2.95 (apparent d, 2H, J==12.2 Hz), 2.58-2.31 (m, 4H) , 
'1.96-1.83 (m, 2H) , 1.70 (apparent d, 2H, J=12.1 Hz), 
1.52 (dt, 2H, J=3.5, 12,5 Hz), 1.03 (d, 6H, J^6.5 Hz); 
ESMS m/e: 434.4 (M + H)*. 

25 

Kyample 42 

N- (3-{l- £ (3S) -B-HYDROXy-a-PHENYLPROPYIil -4- 
PXPERIDI13YL}PHENYL)-2-HETHYI>PR0PA]«^D a* mixture of 
(S) - (-) -3-chloro-l-phenyl-l-propanol (0.426 g, 2.50 
30 mmol, 99%ee) , 2-methyl-N- [3- (4- 

piperidinyl ) phenyl] propanamide (0.565 g, 2.00 mmol ) , 
diisopropylethylamine (1.29 g, 10.0 mmol), dioxane (5.0 
mL) and catalytic amoimt of tetrabutylammonium iodide 
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was stirred at 90 for 72 hrs. chromatography using 
silica preparative TLC plates [2.5% of NH3 (2.0 M in 
methanol) in CHCI3] gave the desired product (306 mg, 
39.3 % yield) as a thick oil: NMR (400 MHz, CDCI3) 5 
5 7.46 (S, 1 H), 7,42 (d, 4H, J=8.1 Hz), 7.35 (m, 1 H) , 

7.30 (d, 1 H, J=8.0 Hz), 7.23 (t, IH, J=8.1 Hz), 7.12 
(s, IH), 6.96 (apparent dd, IH, J=8.0 Hz), 5.0 (apparent 
dd, IH, J=4.4, 8.3 Hz), 3.18 (apparent dd, 2H, J=2.5, 
12.5 Hz), 2.74 (ra, 2 H) , 2.50 (m, 2H) , 2.3-2.1 (m, 6H) , 
10 1.8 (m, 2H), 1.25 (d, 6H, J^7.1 Hz); ESMS m/e: 389,2 (M 

+ H)*. ■ 

Example 43 

N- (3-{l- [3-METHOXy-3- (4-METHyLPHENYL)PR0PYLl -4- 
15 PIPERIDI1TYL}PHENYI.) -2-METHYLPROPANAMIDE: A mixture of 

3-methoxy-3- (p-tolyl)-l-chloropropane (24.9 mg, 0.126 
inmol) , 2-methyl-N- [3- (4-piperidinyl) phenyl] propanamide 
(28.3 mg, 0.126 mmol) , diisopropylethylamine (0.50 mL) 
and catalytic amount of tetrabutylammonium iodide in 
20 dioxane (2.0 mL) was stirred at 90 for 72 hrs. 

Chromatography using silica preparative TLC plates [2.5% 
of NH3 (2.6 M* in methanol) in CHCI3] gave the desired 
product (10.9 mg, 21.2 % yield) as a thick oil: ^H NMR 
(400 MHz, CDCI3) 5 7.44 (s, 1 H) , 7.38 (m, IH) , 7.3-7.1 
25 (m, 5 H), 6.96 (d, IH, J=7.4 Hz), 4.18 (apparent dd, IH, 

J=5.6, 7.9 Hz), 3.24" (d, IH, J=8.2 Hz), 3.2 (s, 3H) , 
3.11 (m, 2H, J=10.1Hz), 2.49 (m, 4H) , 2.35 (s, 3H) , 2.3- 
2. Km, 3H), 1.92 (d, 4H), 1.25 (d, 6H, J=7.1 Hz); ESMS 
m/e: 409.4 (M + H)*. 

30 

Example 44 

N-{3- [1- (3-ISOPROPOXY-3-PHEim.PROPYL) -4- 

PXPERIDINYXi]PHENYI.}-2-KETHniPROPAKAHIDE: A mixture of 3- 
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isopropyl - 3 ' -phenyl - 1 - chloropropane (26.6 mg , 

0.126 iranol) / 2-methyl-N- [3- {4- 

piperidinyl)phenyl]propanamide (28.3 mg, 0.126 rnmol) , 
diisopropylethylamine (0.50 mL) and catalytic amount of 
5 tetrabutylammonium iodide in dioxane (2.0 inL) was 
stirred at 90 for 72 hrs. Chromatography using silica 
preparative TLC plates [2.5% of NH^ (2.0 M in methanol) 
in CHCI3] gave the desired product (14.1 mg, 26.5% yield) 
as a thick oil: NMR (400 MHz, CDCI3) 5 7.46 (s, IH) , 

10 7.43-7.37 (m, 2H), 7.33 (m, 3H) , 7.23 (m, 2H) , 6.95 (d, 

IH, J=8.4 Hz), 4.46 (apparent dd, IH, J=5.0, 8,3 Hz), 
3.49 (apparent sept, IH, J=7.1 Hz), 3.10 (s, 2H) , 2,70 
(m, 2H) , 2.52 (apparent sept, partially hidden, 4H, 
J=6.6 Hz) , 2.30-2.10 (m, 2H) , 1.90-1.80 (d, 4H) , 1.25 

15 (d, 6H, J==7.1 Hz), 1.15 (d, 3H, J=6.4 Hz), 1.08 (d, 3H, 

J=6.4 Hz); ESMS m/e: 423.4 (M + H)*. 

Exasqple 45 

N- (3-{l- 14,4-BIS (4-FI.npR0PHEKYL)BnTYL] -4- 
20 PIPERIDI1IYL}FHENYL)-2-*METH7ZiPROPAXIAMIDB: A mixture of 

4,4-bis(4-fluoro-phenyl)-l-chloro-butane (39-0 mg, 0.126 
mmol) , 2-methyl-N- [3- (4 -piperidinyl) phenyl] propanamide 
(28.3 mg, 0.126 mmol), diisopropylethylamine (0.50 mL) 
and catalytic amount of tetrabutylammonium iodide in 
25 dioxane (2.0 mL) was stirred at 90 **C for 72 hrs. 
. Chromatography using silica preparative TLC plates [2.5% 
of NH3 (2.0 M in methanol) in CHCI3] gave the desired 
product (15.9 mg, 25.2 % yield) as a thick oil: ^H NMR 
(400 MHz, CDCI3) S 8.02 (s, IH) , 7.41 (s, IH) , 7.3-7.15 
30 (m, 4H) , 7.10 (m, 3H) , 6.89 (apparent t, 5H) , 3.81 (t, 

IH, J=7.8 Hz), 3.30 (s, IH) , 2.91 (d, IH, J=12,5 Hz), 
2.80 (m, IH), 2.40 (m, 2H) , 2.31 (t, IH, J=8.0 Hz), 1.93 
(apparent q, 3H, J=8.0 Hz), 1.72 (m, 3H) , 1.40 (m, 2H) , 
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1.20 (tn, 2H), 1.15 (d, 6H, J=8.1 Hz); BSMS m/ex 491.4 
(M + H)* 

EXAMPLE 46 

5 N-{3- [1- (3-METHOXYBENZYL) -4-PIPERIDINYL] PHENYl:l}-2- 

HETHYLPR0PANAHXDE : A mixture of 2~methyl-N- [3- (4- 
piperidinyl) phenyl] propanamide (28.3 mg, 0.100 nrmol) , 3- 
methoxybenzyl chloride (19.6 mg , 0.125 mmol ) , 
diisopropylethylamine (0.50 mL) , catalytic amount of 
10 tetrabutylammonium iodide and dioxsine (2 , 0 mL) . 

Chromatography using silica preparative TLC plates [2.5% 
of NH3 (2.0 M in methanol) in CHCI3] afforded the desired 
product (10.2 mg, 27.9% yield) as a yellow solid: NMR 
(400 MHz, CDCI3) 5 7.46 (s, IH) , 7.35 (apparent d, IH, 
15 J=8.3 Hz), 7.27-7.21 (m, 2H) , 6.95 (apparent t, 3H, 

J=6.9 Hz), 6.82 (apparent dd, IH, J=2.4, 8.3 Hz), 3.84 
(m, 3H), 3.56 (s/ 2H) , 3.05 (d, 2H, J=10.5 Hz), 2.51 
(apparent sept, partially hidden, 4H, J=7.2 Hz), 2,13 
(apparent t, 2H, J=9.7 Hz), 1.88 (ni, 2H) , 1.25 (d, 6H, 
20 J=6.7 Hz); ESMS m/e: 367,3 (M + H)*. 



Example 47 

NT- (3 -{1- [3, 5-BIS (TRIFLUOROMETHXI.) BENZYL] -4- 
PIPERIDIira.}PHENYL) -a-METEnTLPROPAMAMOCDEs A mixture of 2- 

25 methyl -N- [3 - ( 4 -piper idinyl ) phenyl] propaaoiamide (28.3 rag , 
0 . 100 mmol) , 3 , 5-bis (trif luoromethyl) benzyl bromide 
(38.4 mg, 0.125 mmol), diisopropylethylamine (0.50 nlL) , 
catalytic amount of tetrabutylammonixim * iodide and 
dioxane (2.0 mL) . Chromatography using silica 

30 preparative TLC plates [2.5% ot NH3 (2.0 M in methanol) 
in CHCI3] gave the desired product (12.2 mg, 25.8% yield) 
as a thick oil: ^H NMR (400 MHz, CDCI3) 8 7.83 (s, 2H) , 
7.77 (s, IH), 7.53 (s, IH) , 7.30-7.21 (m, 2H) , 7.16 (s. 
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IH), 6.98 (apparent d, IH, J=7.6 Hz), 3.62 (s, 2H) , 
.2.94 (d, 2H, J=9.4 Hz), 2.51 (apparent sept, partially- 
hidden, 2H, J=6.6 Hz), 2.14 (m, 2H) , 1.82 (m, 4H) , 1,25 
(d, 6H, J=6,6 Hz); ESMS zn/e: 473.2 (M + H)*, 

5 

Example 48 

N- (3-{l- [ (3R) -3" (3,4-DIMBTHOXyPHENOXY) -S-PHENYLPROPYL] - 
4-PIPERlDINYL}PHSNYIi) -2-METHniPROPANAMlDE 

10 Method A 

4 - { [ (IjR ) - 3 - chloro - 1 -phenylpropy 1 1 oxy} -1^2- 
dimethoxybenzene: A mixture of 3,4-dimethoxyphenol (4.07 
g, 26.4 mmol) , (S) - (-) -3-chloro-phenyl-l-propanol (4.50 
g, 26.4 nunol, 99%ee, Aldrich Chemical Co.), 

15 triphenylphosphine (6.92 g, 26.4 mmol) and diethyl 

azodicarboxylate (4.59 g, 26.4 mmol) in THF (110 mL) was 
stirred at room temperature £or 24 h. The reaction 
mixture was concentrated In vacuo. At this point, the 
residue can either be washed with pentane (x3) and the 

20 comhined pentane extracts were concentrated and 
chromatographed (silica with hexanes*BtOAc 8:1 as the 
eluent) to give the desired product (as described as a 
general procedure by: Srebnik, M.; Ramachandran, P.V. ; 
Brown, H.C. J, Org. Chem. 1988, 53, 2916-2920) . This 

25 procedure was performed on a smaller scale reaction and 
only a 40% yield of the product was realized. 

Alternatively, on a larger scale (26.4 mmol), the crude 
product was triturated with . a small amount of 
30 ^ dichlorome thane and the precipitated triphenylphosphine 
oxide was filtered. The filtrate was concentrated and 
the crude product was chromatographed to give the 
desired product as a thick yellow oil (7.30 g, 88.9% 
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yield): NMR (400 MHz, CDCI3) 5 7.39-7.32 (mi 4H) , 

7.20 (m, IH) , 6.64 (d, IH, J=8.7 Hz), 6.51 (d, IH, J=2.7 
Hz), 6.30 (dd, IH, J=2.7, 8.7 Hz), 5.27 (apparent dd, 
IH, J=4.5, 8.7 Hz), 3,79 (s, 3H) , 3.77 (s, 3H) , 3.61 (m, 
5 IH), 2.45 (m, 1 H) , 2.20 (m, IH) , 1.80 (s, IH) ; ESMS 

m/e: 307.11 (M+H)*. 

N- (3-{l- [ (3R) -3- (3,4-DIMETHOXyPHENOXy) -3 -PHBNYLPROPYI.] - 
4-PIPERIDINYX}PHENYL)-2-METHYLPROPANAMIDK: A mixture of 

10 potassium carbonate (321 mg, 2.32 mmol) , sodium iodide 
(522 mg, 3.48 mmol), 2-methyl-2/- [3- (4- 

piperidinyl) phenyl] propanamide (570 mg, 2.32 mmol) and 
4-{ [{IR) -3-chloro-l--phenylpropyl] oxy}-l, 2- 
dimethoxybenzene (712 mg, 2.32 mmol) in DMF (5.0 mL) was 

15 stirred at 100 °C for 3 hrs, at which time TLC indicated 

that the reaction was complete. The reaction mixture 
was poured into water (50 mL) aind the acjueous layer was 
extracted with methylene chloride (3x30 mL) . The 
combined • organic extracts were washed with brine (30 

20 mL) , dried over MgS04 and concentrated under reduced 
pressure. The cnide product was purified by Prep-TLC 
plates [2.5% of NH3 (2.0 M in methanol) in CHCI3] to 
afford the product (970 mg, 90.1%) as a thick oil. 

25 Method B 

Into a 25-mL RB- flask was added triphenylphosphine (9.80 
mg, 0 . 0375 mmol) , diethyl azodicarboxylate (5 . 22 mg, 
0.0300 mmol) , N- (3-{l- [{3S) -3-hydroxy-3-phefiylpropyl] -4- 
piperidinyl} phenyl) -2-methylpropanamide (9 . 53 mg, 0 . 0250 

30 mmol) ^ 3,4-dimethoxyphenol (7.70 mg, 0.050 mmol) and THF 
(1.0 mL) at room tenperature. The reaction mixture was 
stirred at room temperature overnight (16 hrs) . The 
solvent was removed under reduced pressure and the 
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residue was purified by preparative TLC plates 
[2,5% of NHa (2.0 M in methanol) in CHCI3] to afford the 
desired product (4»4 mg, 34.1 % yield) as a thick oil: 
NMR (400 MHz, CDCI3) 5 7.46 (s, 1 H), 7.40-7.30 (ra, 4H) , 
5 7-25 (m, 3H), 6.97 (d, IH, J=7.8 Hz), 6.64 (d, IH, J=9.1 

Hz), 6.51 (d, IH, J=2.6 Hz), 6-29 (d, IH, J=2.6, 9-1 
Hz), 5.20 (apparent dd, IH, J=4.4, 8.5 Hz), 3.80 (s, 
3H) , 3.77 (s, 3H), 3.23 (m, 2H) , 2.77 (m, 2 H) , 2.5 (m, 
2H) , 2.3-2.1 (m, 6H) , 1.80 (m, 2H) , 1-25 (d, 6H, J=7.9 
10 Hz); ESMS m/ez 517.4 (M + H)*. 

Bxample 49 

2-METHyL-N- {3-{l- [ (3S) -B-PHENOXY-S-PHKNYIiPROPYL] -4- 
PIPERIDIKYL}PHENYIi) PROPAKAMIDK 5 A mixture of N- ( 3 7 { 1 - 

15 [ (3R) -3-hydroxy-3-phenylpropyl] ~ 4 -piperidinyl} phenyl) -2- 

methylpropanamide (9.53 mg, 0.0250 mmol) , phenol (4.70 
mg, 0.050 ramol) , triphenylphosphine (9.80 mg, 0.0375 
mmol) and diethyl azodicarboxylate (5.22 mg, O.0300 
mmol) in THF (1.0 mL) was stirred at room temperature 

20 for 3 days. Chromatography using silica preparative TLC 

plates [2.5% of NH3 (2.0 M in methanol) in CHCI3] gave 
the desired product (2.7 mg, 23,6 % yield) as a thick 
oil: NMR 5 7.46 (s, 2H) , 7.40-7.30 (m, 4H) , 7.25 (m, 

3 H), 7.20 (m, 2H) , 6.97 (apparent d, IH, J=7.4 Hz), 

25 6,89 (apparent tt, IH, J=0.8, 7.6 Hz), 6,84 (apparent 

dt, IH, J=0.8, 8.0 Hz), 5.20 (apparent dd, IH, J=4.4, 
8.5 Hz), 3.35 <m, 2H) , 2.91 (m, 2H) , 2.60 (m, 2H) , 2.30- 
2.10 (m, 6H) , 1.90 (m, 2H) , 1.25 (d, 6H, J=:7.9 Hz) 7 ESMS 
m/e: 457.4 (M + H)*; 

30 

Example 50 

N- (3-{l- ['(3S) -3- (4-METEOXYPHENOXY) -B-PHENYLPROPYL] -4- 
PIPBRIDIMYI>}PHENYi:i)-2-HETHYZ.PR0PAKAMlDEs A mixture of N- 
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(3- {1- [ (3R) -3 -hydroxy- 3- phenylpropyl] -4- 

piperidinyl}phenyl) -2-methylpropanamide (9.53 mg, 0.0250 
iranol) , 4-inethoxyphenol (6.20 mg, 0.050 mmol) , 
triphenylphosphine {9.80 mg, 0,0375 tnmol) and diethyl 
5 azodicarboxylate (5.2 mg, 0.0300 mmol) in THF (1.0 mL) 
was stirred at room ten5>erature for 3 days. 
Chromatography using silica preparative TLC plates [2 . 5% 
of NH3 (2.0 M in methanol) in CHCI3] gave the desired 
product (4.6 mg, 37.9 % yield) as a thick oil. NMR 
10 (400 ^aHz, CDCI3) 8 7.38-7.14 (m, 8H) , 6.90 (apparent d, 

IH, J=7.7 Hz), 6.72-6.46 (m, 4H) , 5.09 (apparent dd, IH, 
J=4.8, 8.1 Hz), 3.64 (a, 3H) , 3.18 (m, 2H) , 2.73 (m, 
2H) , 2.50 (m, 2H) , 2.37-1.72 (m, 8H) , 1.25 (d, 6H, J=7.4 
Hz); ESMS m/ex 487.4 (M + H)*. 

15 

Exanqple 51 

N- (3-{l- [(3S)-3- (3-CHLOROPHENOXY) -3-PHENYLPROPYLl -4- 
PIPERIDINyii}PHENyL) -2-METHyLPROPANAMIDE: A mixture of N- 

(3-{l-[(3R)- 3 -hydroxy- 3 -phenylpropyl] - 4 - 
20 piperidinyl} phenyl) -2-methylpropanamide (9 . 53 mg, 0 . 0250 
mmol), 3-chlorophenol (6.40 mg, 0.050 mmol), 
triphenylphosphine (9.80 mg, 0.0375 mmol) and diethyl 
azodicarboxylate (5.22 mg, 0.0300 mmol) in THF (1.0 mL) 
was stirred at room temperature for 3 days. 
25 Chromatography using* silica preparative TLC plates [2.5% 
of NH3 (2.0 M in methanol) in CHCI3] gave the desired 
product (4.9 rag, 40.0 % yield) as a thick oil: ^H NMR 

(400 MHz, CDCI3) 8 7.39 (s, IH) , 7.35-7.10 (m, 7H) , 7.02 

(t, IH, J=8.0 Hz), 6.90 (d, IH, J=7.6 Hz), 6.84-6.75 (m, 
30 2H), 6.65 (ra, IH) , 5.09 (apparent dd, IH, J=4,99, 8.1 
Hz), 3.10 (m, 2H), 2.60 (m, 2H) , 2,50 (m, 2H) , 2.30-1.70 

(m, 8H), 1.18 (d, 6H, J=6.8 Hz); ESMS m/e: 491.4 (M + 
H)*. 
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Example 52 

N- (3-{l- [ (3S) -3- (4-CHLOROPHENOXY) -3-PHENYLPROPYLl -4- 
PIPERIDINyL}PHENyL)-2-METHYI,PROPjfiK3^ A mixture of N- 
5 (3-{l- [ {3R) -3-hydroxy-3-phenylpropyl] -4- 

. piperidinyl}phenyl) -2-methylpropanamide (9 . 53 mg, 0 . 0250 
mmol) , 4~chlorophenol (6.40 mg, 0.050 mmol) , 
triphenylphosphine (9.80 mg, 0.0375 mmol) and diethyl 
azodicarboxylate (5.22 mg, 0.0300 mrool) in THF (1.0 mL) 

10 was stirred at room temperature for 3 days. 

Chromatography using silica preparative TLC plates [2.5% 
of NH3 (2.0 M in methanol) in CHCI3] gave the desired 
product (3.3 mg, 26.9 % yield) as a thick oil: NMR 6 
7,36 (s, IH) , 7.35-7.22 (m, 7H) , 7.12 (m, 2H) , 6.97 

15 (apparent d, IH, J=7.2 Hz), 6.77 (ra, 2H) , 5.23 (m, IH) , 

3.18 (m, 2U) , 2.70 (m, 2H) , 2.50 (m, 2H) , 2,40-1.80 (ra, 
8H)/l.25 (d, 6H, J=6.8. Hz); ESMS zzi/e; 491.4 (M + H)*. 

Exajxple 53 

20 2-MKTHn.-K- [3- (l-{ (3S) -3-PHENYL-3- [4- 

(TRIFLUOROHETHYIi) PHBNOXY] PR0PYI.}-4- 

PIPERIDIOTL) PHENYL] PROPAMAMIDK 5 A mixture of N-(3-{l- 
[ (3R) -3-hydroxy-3-phenylpropyll -4 -piperidinyl} phenyl) -2- 
methylpropanamide (9.53 mg, 0.0250 mmol) , 4- 

25 trifluoromethylphenol (8.100 mg, 0.050 mmol) , 
triphenylphosphine (9.8 mg, 0.0375 mmol) and diethyl 
azodicarboxylate (5.22 mg, 0,0300 mmol) in THF (1.0 mL) 
was stirred at room temperature for 3 days. 
Chromatography using silica preparative TLC plates [2.5% 

30 of NH3 (2,0 M in methanol) in CHCI3] gave the desired 
product (5.10 rag, 38.9 % yield) as a thick oil: NMR 5 
8.06 (s, IH), 7.49 (s, IH) , 7.44 (apparent d, 2H, J=.6 
Hz), 7.38-7.30 (m, 4H) , 7.30-7.20 (m, 3H) , 6^96 
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(apparent d, IH, J=7.6 Hz), 6.91 (apparent d, 2H, 
J=:8.6 Hz), 5.34 (m, IH) , 3.19 (m, 2H) , 2.72 (m, 2H) , 
2.53 (m, 2H) , 2.40-1.80 (m, 8H) , 1.25 (d, 6K, J=6.8 Hz) ; 
ESMS m/ez 525.4 (M + H)*. 

5 

Ebcample 54 

N- (3-{l- [ (3R) -3- (2, S-DIFZiUOROFHENOZY) -3-PHEimiPROPYZ.] -4- 
PIPERXDINYL}PHE3I7L) -2-METH3n:jPROPJa$D^Mm A mixture of 
(3-{l- [ (3R) -3-hydroxy-3-phenylpropyl] -4- 

10 piperidinyl}phenyl) -2-methylpropanamide (9.53 mg, 0.0250 
ramol) , 2,5-difluorophenol (6.50 tng, 0.050 mmol) , 
triphenylphosphine (9.80 mg, 0.0375 ramol) and diethyl 
azodicarboxylate (5.22 mg, 0.0300 mmol) in THF (1.0 mL) 
was stirred at room temperature for 3 days. 

15 . Chromatography using silica preparative TLC plates [2.5% 
of NHa- (2.0 M in methanol) in CHCI3] gave the desired 
product (3.60 mg, 29.3 % yield) as a thick oil; NMR 6 
7.46 (s, IH) , 7.40-7.32 (m, 4H) , 7.31-7.20 (m, 2H) , 7.17 
(s, IH) , 7.01-6.92 (m, 2H) , 6.65-6.42 (m, 2H) , 5.27 (m, 

20 IH) , 3.13 (m, 2H) , 2.64 (m, 2H) , 2.51 (m, 2H) , 2.28-1.80 

(m, 8 H) , 1.25 (d, 6H, J=7.1 Hz); ESMS zn/e: 493.4 (M + 
H)*. 

Exan^le 55 

25 N- (3-{l- [ (3R) -3- (3^ 4-DICHIiOROPHENOXY) -3-PHENYLPROPYL] -4- 

PIPERIDINYL} PHENYL)- 2 -METHYIiPROPANAMIDE: A mixture of N- 
(3-{.l- [ (3S) -3-hydroxy-3-phenylpropyll -4- 

piperidinyl} phenyl) -2'-methylpropanamide (9 . 53 mg, 0 . 0250 
ramol), 3,4-dichlorophenol (8.20 mg, 0.050 mmol), 
30 triphenylphosphine (9.80 mg, 0.0375 ramol) and diethyl 
azodicarboxylate (5.22 mg, 0.0300 mmol) in THF (1.0 mL) 
was stirred at room temperature for 3 days. 
Chromatography using silica preparative TLC plates [2.5% 
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of NH3 (2.0 M in methanol) in CHCI3] gave the desired 
product (5.20 rag, 39.7 % yield) as a thick oil: NMR 
(CDCI3) 5 7.70-7.63 (m, 2H) , 7.55 (m, IH) , 7.47-7.43 (m, 
3H), 7.40-7.19 (m, 310, 7.00-6.50 (m, 2H) , 6.69 (dd, IH, 
5 J=2.2, 8.8 Hz), 5.25 (m, IH) , 3.20 (m, 2H) , 2.70 (m, 

2H), 2.53 (m, '2H), 2.40-2.20 (m, 4H) , 2.10-1.80 (m, 4H) , 

1.25 (d, 6H, J=7.1 Hz); ESMS m/e: 525.4 (M +-H)*. 

Example 56 

10 2-METHYIi-N- (3-{l- [ (3R) -S-PHENOXY-S-PHENYLPROPYL] -4- 

PIPERIDINyL}PHENYri)PROPANAMIDE: A mixture of N-{3-{l- 
[ {3S) -3-hydroxy-3-phenylpropyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide (9.53 mg, 0.0250 iranol) , phenol (4.70 
mg, 0.050 nimol) , triphenylphosphine (9.80 mg, 0.0375 

15 mmol) and diethyl azodicarboxylate (5.22 mg, 0.0300 

mmol) in THF (1.0 mL) was stirred at room temperature 
for 3 days. Chromatography using silica preparative TLC 
plates [2.5% of NH3 (2.0 M in methanol) in CHCI3] gave 
the desired product (4.1 mg, 36.0 % yield) as a thick 

20 oil: NMR (400 MHz, CDCI3) 5 7.45 (s, IH) , 7.40-7.15 

(m, lOH) , 6.97 (d, IH, J=7 . 6 Hz), 6.88-6.82 (m, 2H) , 

5.26 (m, IH) , 3.18 (m, 2H) , 2.75 (m, 2H) , 2.53 (m, 2H) , 
2.40-2.10 (m, 4H) , 2.10-1.80 (m, 4H) , 1.25 (d, 6H, J=6.9 
Hz); ESMS m/ez 457.4 (M + H)*. 

25 

Exasiple 57 

N- (3-{l- [ (3R) -3-HTOROrsr-3-PHENYLPROPYL] -4- 
PIPERIDINYIi}PHEil7L) -2-lfETHYLPROPANAMIDE 

30 Method A 

Into a 25-mL RB-flask was added (R) - (+) -3-chloro-l- 
phenyl-l-propcoiol (0.545 g, 3.19 mmol, 99%ee, Aldrich 
Chemical Co.) , 2-methyl-J7- [3- (4- 
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piper idinyl ) phenyl ] propanamide (0.748 g, 3.04 nunol ) , 
potassium carbonate (0.420 g, 3.04 mmol) and sodium 
iodide (0.684 g, 4.56 itimol) and DMF (6.0 mL) at room 
temperature. After stirring at 100 **C for 3 hrs, the TLC 
5 showed the reaction was complete. The reaction mixture 
was poured into water (50 raL) and the aqueous layer was 
extracted with methylene chloride (3x20 mL) , The 
combined organic extracts were washed with brine (20 
mL) , dried over Na2S04 and concentrated iinder reduced 
10 pressure. The residue was purified by flash 

chromatography (1:1= hexame: ethyl acetate with 1% 
isopropyl amine) to afford the desired product (1.09 g, 
94.3 % yield) as light -yellow solid: NMR (40O MHz, 
. . CDCI2) 5 8.10 (s, IH), 7.46-7.35 (m, 6H) , 7.27 {m, 2K) , 
15 6.98 (apparent d, IH, J=7.6 Hz), 5.02 (apparent dd, IH, 
J=4.4, 8.1 Hz), 3.18 (apparent dd, 2H, J=2.5, 12.5 Hz), 
2.74 (m, 2 H) , 2.50 (m, 2H) , 2.30-2.10 (m, 6H) , 1.80 (m, 
2H) , 1.25 (d, 6H, J=7.1 Hz); ESMS m/e: 381.2 (M + H)*. 

20 The hydrochloric salt was prepared by addition of a 
slight excess of 1 N HCl in ether (1.2 eq.) to a 
solution of the free base in dichloromethane . The 
solvent was removed under reduced pressure, the residue 
was washed with ether and dried xmder reduced pressure: 

25 Anal. Calc. for C24H32N2O2+HCI+0 . 8H2O: C, 66.82; H, 8.08; 

N, 6.49; CI, 8.22. Pound: C, 66.90; H, 7.78; N, 6.63; 
CI, 8.52. 

Afethod B 

30 Into a 25-mL RB-flask was added (R) - (+) -3-chloro-l- 
phenyl -1-propanol (0.426 g, 2.50 mmol), 2-methyl-J/- [3- 
{4-piperidinyl)phenyl]propanamide (0.565 g, 2.00 mmol). 
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diisopropylethylamine (1.29 g, 10.0 iranol) , 

dioxane (5.0 inL) and catalytic amoiint of 
tetrabutylammoniura iodide at room temperature. After 
stirring at 90 **C for 72 hrs, the reaction mixture was 
5 poured into water (50 mL) and the aqueous layer was 
extracted with methylene chloride (3x20 mL) . The 
combined organic extracts were washed with brine (20 
mL) , dried over Na2S04 and concentrated xinder reduced 
pressure. The residue was purified by preparative TLC 
10 plates (1:5: 100=isopropylamine : methanol : ethyl acetate) 
to afford the desired product (0.260 g, 34.2 % yield) 
as light-yellow solid. 

Example 58 

15 N- (3-{l- [ (33) -3- (4-CYANO-PHKONXY) - 3 - PHENYLPROP YLl -4- 

PIPERIDINYL}PHENYL) -2-METHyLPROPANAMIDE: N- (3- {l- [ (3S) - 
3- {4-cyanophenoxy) -3-phenylpropyl] -4- 
piper idinyl }phenyl ) - 2 -tnethylpropanamide 

A mixture of N- (3- {l- [ (3R) -3-hydroxy-3-phenylpropyl] -4- 
20 piperidinyl}phenyl) -2-methylpropanamide (5.20 mg, 0.0137 
mmol) , 4-cyanophenol (100 mg) , triphenylphosphine (30.0 
tag, O.llS iranol) and diethyl azodicarboxylate (7.42 rag, 
0.0426 mmol) in THF (0.50 mL) was stirred at room 
temperature for 3 days. Chromatography using silica 
25 preparative TLC plates [2.5% of NH3 (2.0 M in methanol) 
in CHCI3] gave the desired product (4.70 mg, 71.3 % 
yield) as a thick oil: 4l NMR (400 MHz, CDCI3) 5 7.54 
(m, 2H), 7.48 (d, 2H, J=8.4 Hz), 7.30-7.20 (m, 3H) , 7.20 
(m, 3H) , 6.97 (apparent d, IH, J=8.4 Hz), 6.92 (apparent 
30 d, 2H, J=8.4 Hz), 5.36 (apparent dd, IH, J=3.9, 7.6 Hz), 

3.12 (m, 2H) , 2.61 (m, 2H) , 2.53 (apparent sept, 
partially hidden, 2H, J=7.6 Hz), 2.30-2.10 (m, 6H) , 1.82 
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(m, 2H) , 
(M + H)*. 

Example 59 

5 (3-{l- [ (3S) -3- (4-FLnOROPHENOXY) -S-PHENYLPROPYL] -4- 

PIPBRIDINYL} PHENYL) -2 -METHYLPROPANAMIDE: A mixture of N- 
{3~{l- [ (3R) -3~hydroxy-3-phenylpropyl] -4- 

piperidinyl }phenyl) -2-inethylpropanamide {5.20 mg, 0. 0137 
iranol) r 4-fluorophenol (100 mg) , triphenylphosphine (30.0 

10 mg, 0.115 nimol) and diethyl azodicarboxylate (7.42 mg, 
0.0426 iranol) in THP (0.50 mL) was stirred at room 
temperature for 3 days. Chromatography using silica 
preparative TLC plates [2.5% of NH3 (2.0 M in methanol) 
in CHCI3] gave the desired product (4.20 mg, 64.7% yield) 

15 as a thick oil: NMR (400 MHz, CDCI3) 5 7.40 (m, 2H) , 

7.30-7.20 (m, 5H) , 7.20 (m, 3H) , 6.97 (apparent d, IH, 
J=7.7 Hz), 6.87 (m, IH) , 6.76 (m, IH) , 5.26 (apparent 
dd, IH, J=4.0, 8.1 Hz), 3.09 (m, 2H) , 2.66 (m, 2H) , 2.51 
(m, 2H), 2.3-2.1 (m, 6H) , 1.82 (m, 2H) , 1.25 (d, 6H, 

20 overlapped); ESMS m/e: 475.2 (M + H)*- 

Exan^le 60 

N> (3-{l-* [ (3S) -3- (4-BROMOPHEMOXY) -3-PHENYLPROPYL] -4- 
PXPERIDJNYIf}PHENyL) -2-METHyiaPROPANAMIDE: A mixture of N- 

25 (3-{l'" [ (3R) -3-hydroxy-3-phenylpropyl] -4- 

piperidinyl}phenyl) -2-methylpropanamide (5.20 mg, 0.0137 
ramol), 4-broraophenol (100 mg) , triphenylphosphine (30.0 
mg, 0.115 mmol) and diethyl azodicarboxylate (7.42 mg, 
0.0426 mmol) in THF (0.50 mL) was stirred at room 

30 temperature for 3 days. Chromatography using silica 
preparative TLC plates [2.5% of NH3 (2.0 M in methanol) 
in CHCI3I the desired product (0.70 mg, 9.6% yield) as a 
thick oil: NMR (400 MHz, CDCI3) 5 8.06 (s, IH) , 7.48 
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1.25 (d, 6H, J==6-8 Hz); ESMS m/e: 482.2 
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(m, 2H), 7.30-7.20 (m, 5H) , 7.20 (m, 3H) , 6.97 
(apparent d, IH, J=8,5 Hz), 6.73 (apparent d, 2H, J=8.5 
Hz), 5.22 (apparent dd, IH, J=4.9, 7.8 Hz), 3.15 (m, 
2H) , 2.65 (m^ 2H) , 2.51 (apparent sept, partially 
5 hidden, 2H, J=7.6 Hz), 2.30-2.10 (m, 6H) , 1.82 (m, 2H) , 
1.25 (d, 6H, J=6.8 Hz); ESMS m/e: 535.1 (M + H)*. 

Exanple 61 

N- (3-{l- [ (3S) -3- (3-METHOXyPHENOXY) -3 -PHEOTLPROPYL] -4- 
10 PIPERXDINYL}PHENn.)-2-METH7IJ»ROPANAMIDEs A mixture of N- 

(3- {l- [ (3R) -3-hydroxy-3-phenylpropyl] -4- 

piper idinyl } phenyl ) - 2 -me t hy Ipropanamide (5.20 mg, 0.0137 
iranol) , 3 -methoxyphenol (100 mg) , triphenylphosphine 
(30.0 mg, 0.115 mmol) and diethyl azodicarboxylate (7.42 

15 mg, 0.0426 mmol) in THF (0.50 mL) was stirred at room 
temperature for 3 days. Chromatography using silica 
preparative TLC plates [2.5% of NH3 (2.0 M in methanol) 
in CHCI3] gave the desired product (3.1 mg, 46.6 % yield) 
as a thick oil; NMR (400 MHz, CDCI3) 5 7.47 (d, IH, 

20 J=6.7 Hz), 7.42 (s, IH) , 7.3-7.20 (m, 3H) , 7.20 (m, 3H) , 

7.07 (t, IH, J=8.4 Hz), 6.97 (apparent d, IH, J=6.7 Hz), 
6.40 (m, 3H) , 5.27 (apparent dd, IH, J=5.3, 8.0 Hz), 
3.74 (s, 3H), 3.38 (m, 2H) , 2.93 (m, 2H) , 2.61 (s, IH) , 
2.53 (apparent sept, partially hidden, IH, J=6.5 Hz), 

25 2.30-2.10 (m, 6H) , 1.82 (m, 2H) , 1.25 (d, 6H, J=6.9 Hz) ; 

ESMS m/e: 487.3 (M + H)*. 

Example 62 

M- (3-{l- [ (3S) -3- (4-CYANO-2-MBTHOXrPHBNOXY) -3- 
30 PHENYLPROPYIi] -4-PIPERXDXNYL}PH&NYI.) -2-MBTH7LPR0PANAMZDEs 

A mixture of N-(3-{l-[(3R)-3 - hydroxy- 3 -phenylpropyll - 4 - 
piperidinyl }phenyl) -2-methylpropanamide (5.20 mg, 0 . 0137 
mmol) , 2-methoxy-4-cyanophenol (100 mg) , 
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triphenylphosphine (30-0 mg, 0.115 mmol) and 
diethyl azodicarboxylate (7.42 mg, 0.0426 mmol) in THF 
(0.50 mL) was stirred at room temperature for 3 days. 
Chromatography using silica preparative TLC plates (2.5% 
5 of NH3 (2:0 M in methanol) in CHCI3] gave the desired 
product (5.50 mg, 76.5 % yield) as a thick oil: NMR 
(400 MHz, CDCI3) 5 7.51 (s, IH) , 7.38 (s, IH) , 7.37 (d, 
2H, J=:2.4 Hz), 7.20 (m, 4H) , 7.10 (d, IH, J=2.4 Hz), 
7.08 (s, IH), 6.99 (apparent d, IH, J=:8.3 Hz), 6.76 
10 (apparent d, IH, J=8.3 Hz), 5.43 (apparent dd, IH, 

J=5.1, 8.0 Hz), 3.91 (S, 3H), 3.34 (m, 2H) , 2.63 (m, 
2H) , 2.63 (s , IH) , 2 . 53 (apparent sept , partially 
hidden, IH,* J=7.7 Hz), 2.30-2.10 (m, 6H) , 1.82 (m, 2H) , 
1.28 (d, 6H, J=6.8 Hz); ESMS m/e: 512.2 (M + H)*. 

15 

Example 63 

N- (3-{l- [ (3S) -3- (5-ACETYL-2-.METHOXrPHENOXY) -3- 
PHENYLPROPYI.] -4 -PIPER1DINYL}PHENYL) - 2 -METHYLPROPANAMIDE : 

A mixture of N- (3 - { 1- [ (3R) -3 -hydroxy-3 -phenylpropyl] -4 - 
20 piperidinyl}phenyl) -2-methylpropanamide (5.20 mg, 0.0137 
mmol) , 2-raethoxy-5-acetylphenol (100 . mg) , 

triphenylphosphine (30.0 mg, 0.115 mmol) and diethyl 
azodicarboxylate (7.42 mg, 0.0426 mmol) in THF (0.50 mL) 
• ' * was stirred at room temperature for 3 days • 
25 Chromatography using silica preparative TLC plates [2.5% 
of NH3 (2.0 M in methanol) in CHCI3] gave the desired 
product (1.60 mg, 22.2 % yield) as a thick oil: NMR 
(400 MHz, CDCI3) 5 7.52 (d, 2H, J=2.4 Hz),* 7.3-7.2 (m, 
5H) , 7.20 (m, 3H) , 6.97 (apparent d, IH, J=6.7 Hz), 6.69 
30 (apparent d, IH, J=8.0 Hz), 5.47 (apparent dd, IH, 

J=4.3, 7.8 Hz), 3.95 (s, 3H) , 3.38 (m, 2H) , 2.93 (m, 
2H) , 2.61 (s, IH), 2.53 (apparent sept, partially 
hidden, IH, J=7.6 Hz), 2.50 (s, 3H) , 2.30-2.10 (m, 6H)-, 
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1.82 (m, 2H) , 1.25 (d, 6H, J=6.8 Hz); KSMS zn/e: 529.6 
• (M + H)^ 

Eacasqple 54 

5 N- (3-{l- [ (3R) -3- -3-PHEN7LPR0PYL] -4- 

PXPERZDINYL}PH&NYL)-2-METHYLPR0PAXIAHZDB: A mixture of N- 
(3-{l- [(3S) -3-hydroxy-3-phenylpropyl] -4- 

piperidinyl}phenyl) -2-methylpropanaraide (5.2 mg, 0,0137 
mmol) , 2-acetylplienol (100 mg) , triphenylphosphine (30.0 

10 ' mg, 0.115 itimol) and diethyl azodicarboxylate (7.42 mg, 
0.0426 mmol) in THE (0.50 mL) was stirred at room 
temperature for 3 days. Chromatography using silica 
• preparative TLC plates [2.5% of NH3 (2.0 M in methanol) 
in CHCI3I gave the desired product (1.70 mg, 24.9 % 

15 yield) as a thick oil: NMR (400 MHz, CDCI3) 5 7.65 (m, 
IH), 7.55 (s, IH) , 7.30-7.20 (m, 5H) , 7.20 (m, 3H) , 6.97 
(ra, 2H) , 6,76 (apparent d, IH) , 5.49 (apparent dd, IH, 
J=:4.3, 8.0 Hz), 3.38 (m, 2H) , 2.93 (m, 2H) , 2.71 (s, 
3H) , 2.60 (s, IH) , 2.53 (apparent sept, partially 

20 hidden, IH, J=7.6 Hz), 2.30-2.10 (m, 6H) , 1.82 (m, 2H) , 

1.25 (d, 6H, J=6.9 Hz); ESMS m/e: 498.8 (M*) . 

Example 65 

N- [3- (l-{ (3R) -3- [2-FLUORO-5- (TRIFLUOROMETHYL) PHENOXY] -3- 
25 PHENYIiPR0PYL}-4-P1PERIDINYL) PHENYL] -2-METHYLPROPANAHXDE: 

A mixture of N- (3- (l- [ (23) -3-hydroxy-3-phenylpropyl] -4- 
piperidinyl) phenyl) -2-methylpropcinamide (5 .20 mg, 0 . 0137 
ramol) , 2-f luoro-5-trif luoromethylphenol • (100 mg) , 
triphenylphosphine (30.0 mg, 0.115 mmol) and diethyl 
30 azodicarboxylate (7.42 mg, 0.0426 mmol) in THF (0.50 mL) 

was stirred at room temperature for 3 days. 
Chromatography using silica preparative TLC plates [2.5% 
of NH3 (2.0 M in methanol) in CHCI3] gave the desired 
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product (2.50 mg, 33.7 % yield) as a thick oil: 
NMR (400 MHz, CDCI3) 5 8.07 (s, IH) , 7.67 (m, IH) , 7.54 
(m, IH), 7.45 (m, 2H) , 7.30-7.10 (m, 6H) , 7.14 (d, IH, 
J=:7.4 Hz), 6.97 (apparent d, IH, J=7.7 Hz), 5.37 
5 (apparent dd, IH, J^S.O, 8.5 Hz), 3.4 (m, 2H), 2.8 (m, 

2H) , 2.6 (s, IH) , 2.53 (apparent sept, partially hidden, 
IH, J=7.4 Hz), 2.30-2.10 (m, 6H) , 1.80 (m, 2H) , 1.25 (d, 
6H, J=7-l Hz, overlapped); ESMS in/e: 542.6 (M*) , 543.54 
(M + H)*. 

10 

Example 66 

N- [3- (l-{ (3S) -^3- [2-FLTJORO-5" (TRIPLUOROMETHYL) PHEN0X7] -3- 
PHENYLPR0PXl.}-4-PIPERIDINYL) PHENYL! -2-METHYLPROPAllAMIDEs 

A mixture of N- (3- {l- [ (3R) -3-hydroxy-3-phenylpropyl] -4- 

15 piperidinyl } phenyl ) ~2-Tnethylpropanamide (5.20 tng, 0.0137 
mmol) , 2-fluoro-5-trifluoromethylphenol (100 mg) , 
triphenylphosphine (30.0 mg, 0.115 mmol) and diethyl 
azodicarboxylate (7.42 mg, 0.0426 mmol) in THF (0.50 mL) 
was stirred at room temperature for 3 days. 

20 Chromatography using silica preparative TLC plates [2.5% 

of NH3 (2.0 M in methanol) in CHCI3] gave the desired 
product (3.00 mg, 40.4% yield) as a thick oil: NMR 
(400 MHz, CDCI3) 8 8.06 (s, IH) , 7.67 (m, 2H) , 7.55 (m, 
2H), 7.50-7.40 (m, 3H) , 7.30-7.10 (m, 3H) , 7.17 (d, IH, 

25 J=8.9 Hz), 7.07 (apparent d, IH, J=:6.7 Hz), 6.97 

(apparent d, IH, J=7.8 Hz), 5.37 (apparent dd, IH, 
J=4.2, 8.1 Hz), 3.37 (m,' 2H) , 2.93 (ra, 2H) , 2.63 (s, 
IH) , 2.50 (apparent sept, partially hidden, IH, J=7.9 
Hz), 2.30-2.10 (m, 6H) , 1.85 (m, 2H) , 1.25 (d, 6H, J=6.9 

30 Hz); ESMS in/e: 542.7 (M + H)*. 

Bxaniple 67 
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N- {3-{l- [(3S) -3- (2,5- DIFLUOROPHEMOXY) -3- 

PHEOTLPROPYL] - 4 -PIPERmiNYL} PHENYL) 2 -MBTHYLPROPANAMIDB : 

A mixture of N- {3-{l- [ (3R) -3-hydroxy-3-phenylpropyll -4- 
piper idiuyl } phenyl ) - 2 -me thylpropanamide (5.20 mg, 0.0137 
5 mmol) , 2,5-dif luorophenol (100 mg) , triphenylphosphine 

(30,0 mg, 0.115 mmol) and diethyl azodicarboxylate (7.42 
mg, 0.0426 mmol) in THF (0.50 mL) was stirred at room 
temperature for 3 days. Chromatography using silica 
preparative TLC plates [2.5% of NH3 (2.0 M in methanol) 
10 in CHCI3] gave the desired product (2.70 mg, 40.1 % 
yield) as a thick oil: NMR (400 MHz, CDCI3) 5 7.46 (s, 
IH), 7.40-7.30 (m, 4H) , 7.20 (m, 2H) , 7.17 (s, IH) , 6.97 

(m, 2H) , 6.58 (m, IH), 6.51 (m, IH) , 5.27 (apparent dd, 
IH, J=5.1, 8.2 Hz), 3.13 (apparent d, J=9.7 Hz,- 2H) , 
15 2.64 (m, 2H) , 2.51 (ia, 2H) , 2.34 (apparent sept, 
partially hidden, J=7.1 Hz, IH) , 2.17 (m, 3H) , 1.90-1.80 

(m, 4H), 1.25 (d, 6H, J=7.1 Hz); ESMS m/e: 493.1 (M + 
H)*. 

20 Exaniple 68. 

N- (3-{l- [ (3R) -3- (3-CHLOROPHENOXY) -3-PHENYLPROPYL] -4- 
PIPBRIDINyi.}PHENyi.) -2-METHyLPROPAliaMIDE: A mixture of N- 
(3-{l- [ (3S) --3-hydroxy-3-phenylpropyll -4- 

piperidinyl } phenyl) -2 -methylpropanamide (5.20 mg, 0.0137 
25 mmol), 3-chlorophenol (100 mg) , triphenylphosphine (30. 0 
mg, 0.115 mmol) and diethyl azodicarboxylate (7.42 mg, 
0.0426 mmol) in THF (0.50 mL) was stirred at room 
temperature for 3 days. Chromatography using, silica 
preparative TLC plates [2.5% of NH3 (2.0 M in methanol) 
30 in CHCI3] gave the desired product (2.4 mg, 35.8% yield) 
as a thick oil: ^H NMR (400 MHz, CDCI3) 5 7.30 (m, 2H) , 
7.30-7.20 (m, 3H) , 7.20 (m, 3H) , 6.90 (apparent d, IH, 
J=7.7 Hz), 6.71 (apparent d, IH, J=2.9 Hz), 6.69 
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(apparent t, IH, J«2.9 Hz), 6.67 (apparent t, IH, 
J=2.9 Hz), 6.65 (apparent d, IH, J=2.9 Hz), 5.09 
(apparent dd, IH, J=4.8, 8.1 Hz), 3.18 (m, 2H) , 2.73 (m, 
2H), 2.50 (apparent sept, partially hidden, 2H, J=7.1 
5 Hz), 2.30-2.10 (m, 6H), 1.89 (m, 2H) , 1.25 (d, 6H, 

overlapped); ESMS jn/e: 491.1 (M + H)*. 

Example 69 

(lS)-3-{4- [3 -(ISOBUTYRYLAMINO) PHENYL! -1-PIPERIDINYI.}-!- 
10 PHENYIiPROPYli 1-NAPHTHOATE: Into a 25 -mL RB-f lask was 
added N- (3-{l- [ (33) -3-hydroxy-3-phenylpropyl] -4- 

piperidinyl}phenyl)-2-methylpropanamide (5.20 mg, 0.0137 
mraol) , 1-naphthalenecarbonyl chloride (100 mg) , 
diisopropylethylamine (0.30 tnL) in THF (0.50 mL) at room 
15 teitrperature . After stirring for 16 hrs at room 
temperature, the reaction mixture was concentrated under 
reduced pressure. The residue was purified using 
prepatative TLC plates [2.5% of NH3 (2.0 M in methanol) 
in CHCI3] gave the desired product (4.70. mg, 71.3 % 
20 yield) as a thick oil: NMR (400 MHz, CDCI3) 5 8.90 (d, 

IH, J=8.9 Hz) , 8.28 (apparent dd, IH, • J=l .5, 7 .2 Hz) , • 
8.03 (d, IH, J=8.7 Hz), 7.88 (dm, 2H, J=:8.7 Hz), 7.60- 
7.48 (m, 7H), 7.40-7.32 (m, 3H) , 7.25 (m, IH) , 6.90 
(apparent d, IH, J=7.4 Hz), 6.18 (apparent dd, IH, 
25 J=5.7, 7.8 Hz), 3.42 (m, 2H) , 2.84 (m, 2H) , 2.53 (m, 

2H), 2.44 (apparent sept, partially hidden, 4H, J=7.5 
Hz), 2.30-2.10 (m, 2H) , 1.82 (m, 2H) , 1.25 (d, 6H, J=6.8 
Hz); ESMS m/e: 535.6 (M + H)*. 

30 Exanxple 70 

N- (3-{l- r (3S) -3- (3-ACETYLPHENOXY) -3-PHENYLPROPYL] -4- 
PXPERlDIira}PHENYL)-2-METHYIJ»R0PANftMI^^ A mixture of N- 
(3-{l- [ (3R) -3-hydroxy-3-phenylpropyll «4- 
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piperidinyl }phenyl) -2- methylpropanamide (5 .20 

tng, 0.0137 iranol) , 2-acetylphenol (100 mg) , 
triphenylphosphine (30.0 mg, 0.115 mmol) and diethyl 
azodicarboxylate (7.42 wg, 0.0426 mmol) in THF (0.50 mL) 
5 was stirred at room tenperature for 3 days. 
Chromatography using silica preparative TLC plates [2.5% 
of NH3 (2.0 M in methanol) in CHCI3] gave .the desired 
product (1,50 mg, 22.0% yield) as a thick oil: NMR 
(400 MHz, CDCI3) 5 7.65 (m, IH) , 7.55 (s, IH) , 7.30-7.20 

10 (m, 5H) , 7-20 (m, 3H) , 6.97 (m, 2H) , 6.76 (apparent d, 

IH) , 5.49 (apparent dd, IH, J=4.3, 8.0 Hz), 3.,38 (m, 
2H) , 2.93 (m, 2H), 2.75 (s, 3H) , 2.53 (apparent sept, 
partially hidden, 2H, J=:7.6 Hz), 2.30-2.10 (ra, 6H) , 1.92 
(m, 2H) , 1.25 (d, 6H, J=6.9 Hz); ESMS jn/e: 498.81 (M"^) , 

15 499.6 (M + H)*. 

Exainple 71 . 

N- (3-{l- [ (3S) -3- (2-FLUOROPHENOXy) -3-PHENYI.PROPYL] -4- 
PIPERIBINYL}PHENY1.) -2 -METHYLPROPANAMIDE: A mixture of N- 

20 (3-{l- [ (3R) -3~hydroxy-3-phenylpropyl] -4- 

piperidinyl}phenyl) -2 -methylpropanamide (5.20 mg, 0.0137 
mmol), 2-f luorophenol (100 mg) , triphenylphosphine (30.0 
mg, 0-115 mmol) and diethyl azodicarboxylate (7.42 mg, 
0.0426 mmol) in THF (0.50 mL) was stirred at room 

25 temperature for 3 days. COxromatography using silica 
preparative TLC plates [2.5% of NH3 (2.0 M in methanol) 
in CHCI3] gave the desired product (3-5 mg, 53.9% yield) 
as a thick oil: ^H NMR (400 MHz, CDCI3) 5 8.07 (s, IH) , 
7.65 (m, IH), 7.41 (s, IH) , 7.40-7.10 (m, 5H) , 7.05 (m, 

30 2H) , 6.97 (apparent d, IH, J=8.7 Hz), 6.86 (m, 2H) , 6.79 

(apparent dt, IH, J=2.4, 7.9 Hz), 5.31 (apparent dd, IH, 
J=4.5, 8.0 Hz), 3.39 (m, 2H) , 2.97 (m, 2H) , 2.53 
(apparent sept, partially hidden, 2H, J=7.5 Hz), 2.3-2.1 
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(m, 6H) , 1.92 (m, 2H) , 1-25 (d, 6H, J«6.7 Hz) ; 
ESMS m/e: 475.7 (M + H)*. 

Bacaxnple 72 

5 (4S)-N- (3-{4-[3-(ACETYZ«Ma3rO}PHSNYL]-l- 

PXPERXDXNYI.}PROPVL) -4- O^S-DXFLUOROPBENYL) -2-0X0-1,3- 
OZAZOI.IDIMS-3 -CARBOXAHIDE 

Method: Into a 20 ml vial was added OT.-{3-[l-(3- 

10 aminopropyl) -4 -p iper idyl] phenyl} ace t amide (15 rag^ 0.054 
iranol) , (AS) -4- (3, 5-dif luorophenyl) -2-oxo-oxazolidine-3- 
carboxylic acid-4-nitro-phenyl ester (39.3 tng, 1.08 
mmol, 2 eq) and dichloromethane with 0.6% of methanol (3 
ml) at room - temperature. After stirring ^t room 

15 temperature for 3 hrs, the reaction mixture was 
filtered, and purified by preparative silica TLC (19:1 = 
• • chloroform : methanol) to afford the desired product 
(18.3 mg, 68% yield); NMR (400 MHz, CDCI3) 5 8.09 (br 
s, IH), 7-40 (d, IH, J=8.0 Hz), 7.36-7.28 (m, 2H) , 7.24 

20 (t, IH, J=8.0 Hz), 6.99 (d, IH, J=8,0 Hz), 6.86-6.82 (m, 

2H) , 5.41 (dd, IH, J=4.1, 9.0 Hz), 4.72 (t, IH, J=9.0 
Hz), 4.22 (dd, IH, J=3.9, 9.1 Hz), 3.42-3.29 (m, 2H) ; 
3. 02 (d, 2H J=ll.l Hz), 2.52-2.38 (m, 3H) , 2.16 (s, 3H) , 
2 •08-1. 98 (ra, 2H) , 1.86-1.70 (m, 6H) ; ESMS m/e: 501.2 (M 

25 + H)*; Anal. Calc. for C26H30F2N4O4+O . SHaO: C, 60.64; H, 

6.18; N, 10.88. Found: C, 60.67; H, 5.79; N, 10.86. 

Example 73 

The synthetic method is the same as described for the 
30 synthesis of (4S) -N- (3- {4- [3- (acetylamino) phenyl] -1- 
piperidinyl} propyl) -4- (3 , 5-dif luorophenyl) -2-oxo-l, 3- 
oxazolidine-3-carboxamide . 
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(48.) -N- (3 -{4- £3- (ACBTYliAMINO) PHENYL] -1- 

PXPERIDIKYIi} PROPYL) -2-OXO-4- (3/ 4, S-TRIPLTTOROPHKNYL) -1,3- 
0XAZ0LII)INE-3-CARBOXAMlDK: 18 • 8 TOg (67% yield); NMR 

(400 MHz, CDCI2) 5 8.09 (br S, IH) , 7.41-7.20 (m, 3H) , 
5 7.02-6.91 (m, 3H) , 5.37 (dd, IH, J=3.8, 8.9 Hz), 4.71 

(t, IH, J=9 Hz), 4.21 (dd, IH, J=4, 9.3 Hz), 3.43-3.27 

(m, 2H), 3.02 (d, 2H, J=11.0 Hz), 2.53-2.37 (m, 3H) , 
2.16 (S, 3H), 2.08-1.97 (in, 2H) , 1.85-1.69 (m, 6H) ; ESMS 
m/e: 519.2 (M + H)*; Anal. Calc. for C26H29F3N4O4+0 . 5H2O: 
10 C, 59.20; H, 5.73; N, 10.62. Found: C, 59.40; H, 5.35; 

N, 10.65. 

Exaiople 74 

The synthetic method is the same as described for the 
15 synthesis of (43) -N- (3- {4- [3- { ace tylamino) phenyl] -1- 

piperidinyl} propyl) -4- (3 ,5-difluorophenyl) -2-oxo-l,3- 
oxazolidine - 3 - carboxamide , 

(3- {4- [3- (ACETYLAMINO) PHENYL] -1-PIPERXDINYL} PROPYL) -4- 
20 (3 , 4-DIFLUOROPHENYL) -5,5 -DIMETHYL-2-OXO- 1, 3 -OXAZOLIDINE- 

3-CARBOXAMIDE : 19.6 mg (68% yield); ^H NMR (400 MHz, 
CDCI3) 8 8.18 (t, IH, J=5,9 Hz), 7.41 (d, IH, J=8.8 Hz), 
7,33 (s, IH), 7.27-7.14 (ra, 2H) , 7.02-6.88 (m, 3H) , 5.04 
(s, IH) , 3.34 (qm, 2H, J=6.3 Hz), 3.02 (dm, 2H, J=10.9 
25 Hz), 2.53-2.38 (m, 3H) , 2.16 (s, 3H) , 2.07-1.96 (m, 2H) , 

1,87-1.69 (m, 6H), 1.62 (s, 3H) , 1.02 (s, 3H) ; ESMS m/e: 
529.3 (M + H)*; Anal. Calc. for C28H34F2N4O4 : C, 63.62; H, 
6.48; N, 10.60. Found: C, 63.15; H, 6.27; N; 10.48. 

30 Example 75 

The synthetic method is the same as described for the 
synthesis of (4S) -N- (3- {4- [3 - (acetylamino) phenyl] -1- 
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piperidinyl} propyl) -4- (3 , 5-dif luorophenyl) -2- 

oxo-1, 3-oxazolidine-3-carboxamide- 

{4S,5R) -N- (3-{4- 13- (ACBTYLAMINO) PHENYI.] -1- 
5 PIPKRIDINni}PROPYL) -4- (3 ^ 4 -DIFLUOROPHENYL) -5-METHYL-2- 

OXO-l,3-OXAZOLXDI2^-3-CARBOXAMIDEs 20.5 mg (74% yield); 

NMR (400 MHz, CDCI3) 6 8.14 (t, IH, J=5.5 Hz), 7.40 
(d, IH, J=7-8 Hz) , 7.37-6.89 (m, 6H) , 5.35 (d, IH, J=7.5 
Hz), 5.02-4.93 (m, IH) , 3.41-3.25 (m, 2H) , 3.02 (d, 2H, 
10 J=10.8 Hz), 2.'53-2.37 (m, 3H) , 2.16 (s, 3H) , 2.07 (m, 

2H), 1.89-1.68 (m, 6H) , 1.04 (d, 3H, J=6.4 Hz); ESMS 
tn/e: 515.3 (M + H)*; Anal. Calc. for C27H32F2N4O4+0 . 5H2O: 
C, 61.94; H, 6.35; N, 10.70. Found: C, 61.90; H, 6.13; 
N, 10.64. 

15 

Example 76 

The synthetic method is the same as described for the 
synthesis of (4S) -J^^- {3- {4- [3- (acetyl amino) phenyl] -1- 
piperidinyl} propyl) -4- (3 , 5-dif luorophenyl) -2-oxo-l,3- 
20 oxazolidine- 3 - carboxamide . 



(3-{4- [3- (ACETYIiAMINO) PHENYL] -l-PIPERXDHrSTL} PROPYL) -4- 
(4-FLnOROBENZYL) -2 -0X0- 1,3 -OXAZOLIDINE- 3 *>CARBOXAUIDE: 

17.4 mg (65% yield); NMR (400 MHz, CDCI3) 5 8.08 (t, 
25 IH, J=5.6 Hz), 7.4 (d, IH, J=7.2 Hz), 7.34 (s, IH) , 

7.28-7.14 (m, 3H) , 7.05-6.95 (m, 3H) , 4.69-4.60 (m, IH) , 
4.26 (t, IH, J==8.8 Hz), 4.15 (dd, IH, J=3.2, 9 Hz), 3.43 
(q, 2H, J=6,2 Hz), 3.3 (dm IH, iT=13.6 Hz), 3.04 (dm, 2H, 
J=ll Hz), 2.87 (dd, IH, J=9.3, 14,4 Hz), 2.53-2.42 (m, 
30 3H), 2.16 (s, 3H) , 2.09-1.99 (m, 2H) , 1.87-1.65 (m, 6H) ; 

ESMS m/e: 497.3 (M + H)*; Anal. Calc. for 
C27H33FN4O4+O.5H2O; C, 64.14; H, 6.78; N, 11.08. Fotind: C, 
64.26; H, 6.39; N, 11-12. 



wo 03/004027 PCTAJS02/21063 

167 

Exaii^le 77 

2-MBTHYL-N- (3-{l" [ C3R) -3- (2-NITROPHKNOXy) -3- 
FHENniPROPYIi] - 4 -PIPBRIDINYIi} PHENYL) PROPANAMIDE : A 

5 mixture of N- (3-{l- [ (3S) -3-hydroxy-3-phenylpropyl] -4- 
piperidinyljphenyl) -2-methylpropainamide (5.20 mg, 0 . 0137 
iranol) , 2-iiitrophenol (100 mg) , triphenylphosphine (30.0 
mg, 0.115 raraol) and diethyl azodicarboxylate (7.42 mg, 
0.0426 nrniol) in THF (0.50 inL) was stirred at room 

10 temperature for 3 days. Chromatography using silica 
preparative TLC plates [2,5% of NH3 (2.0 M in methanol) 
in CHCI3] gave the desired product (2.37 mg, 34.5% yield) 
as a thick oil: NMR (400 MHz, CDCI3) 5 7.84 (d, IH) , 
7.90 (m; IH), 7.45 (mlH), 7.30-7.20 (m, 5H) , 7.20 (m, 

15 2H) , 6.98 (m, 2K) , 6.89 (apparent d, IH, J=7.7 Hz), 5.62 

(apparent dd, IH, J=4.1, 8.9 Hz), 3.10 (m, 2H) , 2.60 (m, 
2H) , 2.53 (m, 2H) , 2.30-2.10 (m, 6H) , 1.90 (m, 2H) , 1.25 
(d, 6H, overlapped); ESMS m/e: 502.3 (M + H)"". 

20 Example 78 

N- (3-{l- [ (3S) -3- ( [l^l'-BIPHEKYL] -4.YL0XY) -3- 
PHEHYLPROPTI.] -4-PIPERIDINni}PHEenn:.) -2-METHyLPROPAN3^DE: 
A mixture of N- (3-{l- [ (3R) -3-hydroxy-3-phenylpropyl] -4- 
piperidinyl }phenyl) -2-methylpropanamide (5 . 20 mg, 0 . 0137 

25 mmol) , 4-phenylphenol (100 mg) , triphenylphosphine (30.0 
mg, 0.115 mmol) and diethyl azodicaxboxylate (7.42 mg, 
0.0426 mmol) in THF (0.50 mL) was stirred at room 
temperature for 3 days. CSaromatography using silica 
• preparative TLC plates [2.5% of .NH3 (2.0 M in methanol) 

30 in CHCI3] gave the desired product (3.00 mg, 41.2% yield) 
as a thick oil: NMR (400 MHz, CDCI3) 8 8.06 (s, IH) , 
7.48 (m, 2H), 7.40-7.30 (m, 8H) , 7.30-7.25 (m, 4H) , 6.97 
(apparent d, IH, J=7.6 Hz), 6.91 (apparent d, 2H, J=8.7 
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Hz), 5.34 (apparent dd, IH, J=4.4, 8.0 Hz), 3.40 
(m, 2H) , 2.98 (m, 2H) , 2.53 (apparent sept, partially 
hidden, IH, J=8.1 Hz), 2.44 (ra, IH) , 2.30-2.10 (tn, 6H) , 
1.93 (d, 2H), 1.26 (d, 6H, J=6.9 Hz); ESMS m/e: 533.4 (M 
5 + H)*. 

Exaaiple 79 

2-METHYL-N- {3-{l- [ (3R) -3- (3 -NITROPHENOXT) -3- 
PHEKYU^ROPYL] - 

10 4-PIPERIDINYL}PHKNYL)PR0PANAMIDE: A mixture of N-(3-{l- 

[ (3S) -3-hydroxy~3-phenylpropyl] - 4 -piperidinyl} phenyl) -2- 
methylpropamamide (5.20 mg, 0.0137 mmol) , 3-nitrophenol 
(100 mg ) , t r iphenylphosphine (30.0 mg, 0.115 mmol ) and 
diethyl azodicarboxylate (7.42 mg, 0.0426 mmol) in THF 
15 (0.50 raL) was stirred at room temperature for 3 days. 

Chromatography using silica preparative TLC plates [2.5% 
of NH3 (2.0 M in methanol) in CHCI3] gave the desired 
product (2.80 mg, 40.8 % yield) as a thick oil: ^H NMR 
(400 MHz,' CDCI3) 5 7.76 (dm, IH) , 7.71 (t, IH, J=1.8 Hz), 
20 7.50-7.40 (m, 2H) , 7.40-7.25 (m, 7H) , 7.17 (apparent dd, 

IH, J=2.4, 8.2), 6.97 (apparent d, IH, J=7-7 Hz), 5.45 
(apparent dd, IH, J=5.0, 8.1 Hz), 3.45 (m, 2H) , 2.89 (m, 
2H) , 2,53 (apparent sept, partially hidden, 2H, J=8-3- 
Hz), 2.30-2.10 (m, 6H) , 1.92 (m, 2H) , 1.25 (d, 6H, J=6.8 
25 Hz); ESMS fll/e: 502.3 (M + H)*. 

Example 80 

. N- (3-{l- [ (3S) -3- (2-ETHOXYPHENOXY) -3-PHENYLPROPYL] -4- 
PIPERIDZNYL}PHENrL) -2-METHniPROPAN^ A mixture of N- 
30 (3-{l- [ (3R) -3-hydroxy-3-phenylpropyl] -4- 

piperidinyl } phenyl ) - 2 -methy Ipropanamide (5.20 mg, 0.0137 
mmol), 2-ethoxyphenol (100 mg) , tr iphenylphosphine (30.0 
mg, 0.115 mmol) and diethyl azodicarhoxylate (7.42 mg, 
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0.0426 mmol) in THF (0.50 mL) was stirred at room 
temperature for 3 days. Chromatography using silica 
preparative TLC plates [2.5% of NH3 (2.0 M in methanol) 
in CHCI3] gave the desired product (1.16 mg, 15.5% yield) 
5 as a thick oil: NMR (400 MHz, CDCI3) 8 8.06 (s, IH) , 
7.52 (s, IH), 7.40-7.33 (m, 4H) , 7.30-7.20 (m, 3H) , 6.97 
(apparent d, IH, J=7.7 Hz), 6.88 (m, 2H) , 6.68 (m, 2H) , 
5.21 (m, IH), 4.11 (q, 2H, J=7.3 Hz), 3.37 (m, 2H) , 2.71 
(m, 2H) , 2.53 (apparent sept, partially hidden, 2H, 
10 J=7.6 Hz), 2.30-2.10 (m, 6H) , 1.89 (m, 2H) , 1.49 (t, 3H, 

J=7.3 Hz), 1.25 (d, 6H, J=6.8. Hz); ESMS jn/e: 501.4 (M + 

H)^ 

Example 81 

15 2-METHyi.-N- (3-{l- [ (3S) -3- (l-NAPHTHYLOXY) -3- 

PHENYIjPROPYIfl - 4 -PIPERIDINYL}PHENYL) PROPAMAMIDE : A 

mixture of N- (3- {l- [ (3R) -3-hydroxy-3-phenylpropyl] -4- 
piperidinyl}phenyl) -2-methylpropanamide (5.20 mg, 0.0137 
mmol), 1-naphthol (100 mg) , triphenylphosphine (30.0 mg, 

20 0.115 mmol) and diethyl azodicarboxylate (7.42 mg, 

0.0426 mmol) in THF (0.50 mL) was stirred at room 
temperature for 3 days. Chromatography using silica 
preparative TLC plates [2.5% of NH3 (2.0 M in methanol) 
in CHCI3] gave the desired product (4.30 mg, 66.2% yield) 

25 as a thick oil: NMR (400 MHz, CDCI3) 5 8.06 (s, IH) , 

7.72 (d, IH, J=8.5 Hz), 7.59 (d, IH, J=8.5 Hz), 7.5 (m, 
2H), 7.45-7.30 (m, 6H) , 7.25 (m, 3H) , 7.17 (apparent dd, 
IH, J=r2.6, 9.0 Hz), 7.01 (apparent d, IH, J=2.6 Hz), 
6.97 (apparent d, IH, J=7.9 Hz), 5.46 (apparent dd, IH, 

30 J=4.5, 8.1 Hz), 3.12 (m, 2H) , 2.61 (m, 2H) , 2.53 

(apparent sept, partially hidden, 2H, J=7.9 Hz), 2.30- 
2.10 (m,' 6H), 1.90 (m, 2H), 1.25 (d, 6H, iT=7.3 Hz, 
overlapped); ESMS m/e: 507.2 (M + H)*. 
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Exaxnple 82 

W- (3-{l- [ (3S) -3- (l/3-DIOXO-l,3-DIHYDRO-2H-ISOINDOI.-2- 
YIi) -3-PHBNYLPROPYLl -4-PlPERIDINYL}PHBim:.) -2- 
5 HETHYIiPROPANAMIDE 

Step Is 

10 2- [(l^r) -3-CHLORO-l-PHKNYLPROPYL] -lH-lSOINDOLE-1,3 (2H) - 

DIONE: According to the general procedure descibed in 
Srebnik, M. ; Ramachandran , P.V,; Brown, H.C. J. Org. 
Chem. 1988, 53, 2916-2920, a mixture of phthalimide 
(0.147 g, 1.0 ntmol) , (R) - {+) -3-chloro-phenyl-l-propanol 

15 (0.171 g> 1.0 iranol) , triphenylphosphine (0.262 g, 1.0 

nunol) and diethyl azodicarboxylate (0.174 g, 1.0 ramol) 
in 5.0 mL of THF was stirred at room temperature for 24 
h. The reaction mixture was concentrated in vacuo. The 
residue was washed with pentane (x3) and the combined 

20 pentane extracts were concentrated and chromatographed 
(silica with hexanes-EtOAc 8:1 as the eluent) to give 
the desired product (0.121 g, 50.2 %) as a yellow solid: 
NMR (400 MHz, CDCI3) 5 7.82 (apparent dd, 2H, J=2.9 
Hz), 7.70 (apparent dd, 2H, J=2.9 Hz), 7.56 (m, 2H) , 

25 7.39-7.27 (m, 3H),*5.64 (apparent dd, IH, J=7.0, 9.2 

Hz), 3.57 (m, 2H), 3.05 (m, IH) , 2.82 (apparent sept, 
IH, J=7.0 Hz); ESMS m/e: 300.13 (M+H)*. 

Step 2: 

30 

N- (3-{l- [ (BS) -3- (l,3-D10XO-1^3-DIHYDRO-2H-ISOINDOL-2- 
YL) -3-PHEN7LPR0PYL] -4 -PIPBRIDINYL} PHENYL) -2- 
UETHYLPROPANAMIDB: A mixture of potassium carbonate 



wo 03/004027 



PCT/US02/21063 



171 

(29.2 mg, 0,211 iranol) , sodium iodide (47.5 mg, 
0.317 mmol), 2-methyl-l\f- [3- (4- 

piperidinyl)phenyl]propanamide (51,8 mg, 0.211 mmol) 2- 
[ US) -3-chloro-l-phenylpropyl] -lH-isoindole-1, 3 (2H) - 
5 dione (63.1 mg, 0.211 nimol) in DMF (5.0 mL) was stirred 
at* 100 **C for 3 hrs, at which time TLC indicated that the 
reaction was complete. The reaction mixture was poured 
into water (50 mL) and the aqueous layer was extracted 
with methylene chloride (3x30 mL) , The combined orgamic 

10 extracts were washed with brine (30 mL) , dried over MgS04 
and concentrated under reduced pressure. The crude 
product was purified by Prep-TLC plates [2.5% of NH3 (2,0 
M in methanol) in CHCI3I to give the desired product 
(74.1 mg, 77.1 %) as a thick oil: NMR (400 MHz, 

15 CDCI3) 6 7.83 (apparent dd, 2H, J^2.9 Hz), 7.69 (apparent 
dd, 2H, J=2.9 Hz), 7.56 (apparent dt, 3H, J=2.9, 7.3 
Hz), 7.33 (m, 4H), 7.21 (t, IH, J==7 . 8 Hz), 7.09 (s, IH) , 
6-81 (apparent d, IH, J=7.8 Hz), 5.49 (apparent dd, IH, 
J=5.5, 9.5 Hz), 2.98 (d, IH, J=9.5 Hz), 2.87 (m, 2H) , 

20 2.50 (apparent sept, IH, J=6.7 Hz), 2.40-2.35 (m, 4H) , 

1.94 (m, 2H) , 1.70-1.50 (m, 4H) , 1.25 (d, 6H, J=7.9 Hz) ; 
ESMS m/e: 510.37 (M+H)*. 

Exan^le 83 

25 2-METHYL-N-. (3-{l- [ (3S) -3- (4-PHENOXyPHENOXY) -3- 

PH&NYLPROPYL] -4-PIPERIDIlinn:i}PHEN7L) PROPANAMIDE 

STEP 1: 

30 4-{ [ (IS) -3-CHLORO-l-PHEim.PROPYri]OXY}- (4- 

PHSNOXY) BENZENE: A mixture of 4 -phenoxyphenol (1.86 g, 
10.0 mmol) , (R) - (-) -3-chloro-phenyl-l-propanol (1.70 g, 
10.0 mmol), triphenylphosphine (2.62 g, 10.0 mmol). 
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diethyl azodicarboxylate (1.57 mL, 10,0 mmol) in 
5.0 mL of THF was stirred at room temperature for 24 h. 
The reaction mixture was concentrated in vacuo. The 
residue was washed with pentane (x3) and the combined 
5 pentane extracts were concentrated and chromatographed 
(silica with hexanes-EtOAc 97:3 as the eluent) to give 
the desired product as a thick oil which solidified on 
standing (2.51 g, 75.7 %) : NMR (400 MHz, CDCI3) 8 7.4- 
7.23 (m, 7H), 7.03 (apparent t, IH, J=7.3 Hz), 6.91 
10 (apparent dm, 2H, J=7,8 Hz), 6.93 (apparent q, 4H, J=7.8 

Hz), 5.31 (apparent dd, IH, J=4.5, 8.6 Hz), 3.82 (m, 
IH) , 3.62 (apparent quintet, IH, J=5.6 Hz), 2.47 (m, 
IH) , 2.20 (m, IH) . 

15 Step 2: 

2-METHyi.-N- (3-{l- [ (3S) -3- (4-PHENOXyPHENOXY) -3- 
PHENYIiPROPYI.] -4 -PIPERIDINYL}PHENyL) PROPANAMIDE : A 
mixture of 2 -methyl -N- [3- (4- 

20 piperidinyl ) phenyl ]propanamide (65.5 mg, 0.266 mmol) , 4- 

{ [[IS) -3-chloro-l-phenylpropyl] oxy}- (4 -phenoxy) benzene 
(0.100 mg, 0.296 mmol), potassium carbonate (40.9 mg, 
0.296 mmol) and sodium iodide (67.0 mg, 0.444 mmol) in 
DMF (1.0 mL) at 100 ''C for 3 hours. The reaction mixture 

25 was poured into water (50 mL) and the aqueous layer was 
extracted with methylene chloride (3x30 mL) . The 
combined organic extracts were washed with brine (30 
mL) , dried over MgS04 and concentrated under reduced 
pressure. The crude product was purified by Prep-TLC 

30 plates [2.5% of NH3 (2.0 M in methanol) in CHCI3] to give 
the desired product (0.109 g, 74.6 %) as a thick oil: ^H 
NMR (400 MHz, CDCI3) 6 7.48 (s, IH) , 7.40-7.30 (m, 4H) , 
7.20-7.10 (m, 6 H), 7.09 (s, IH) , 6.99 (apparent d, IH, 
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j=7.8 Hz), 6.98 (apparent t, IH, J=7.8 Hz), 6.93 
(apparent d, 2H, J=8.4 Hz), 6.84 (m, 2H) , 5.20 (apparent 
dd, IH, J=4.4, 8.5 Hz), 3.03 (m, 2H) , 2.51 (m, 4H) , 2.24 
(apparent sept, IH, J=7.8 Hz), 2.20-2.10 (m, 3H) , 1.90 
5 (m, 4H), 1.25 (d, 6H, J=7.9 Hz); ESMS jn/e: 549.41 (M+H)*; 

Anal. Calc. for C36H40N2Q3: C, 78.80; H, 7.35; N, 5.11. 
Found: C, 78.58; H, 7.48; N, 5.09. 

Exanqple 84 

10 N- (4-{l- I (3R) -3- (3 ,4-DIMETHOX7PHENOZ7) -3-PHEiniiFROPyL] - 

4-PXPSRIDINXIi}PHEN?L) -2-METHYLPROPAiaAMXDS 

Step 1: 

15 1- [ (3K) -3- (3,4-DIMETHOXYPHENOXY) -S-PHEOTI-PROPYL] -4- (4- 

NITROPHKNYL) -1,2,3,6 -TETRAHYDROPYRXDINE : A mixture of 
potassium carbonate (24.0 mg, 0.174 ramol) , sodium iodide 
(39.0 mg, 0.260 ramol), 4- (4-nitrophenyl) -1, 2 , 3 , 6- 
tetrahydropyridine (35.4 mg, 0.174 mmol) and 4-{[(li2)-3- 

20 chloro-l-phenylpropyl] oxy} -1, 2-dimethoxybenzene (53 . 4 

mg, 0.174 mmol) in DMF (0.5 mL) was stirred at 100 "^C for 
3 hrs, at which time TLC indicated that the reaction was 
complete. The reaction mixture was poured into water 
(5.0 mL) and the aqueous layer was extracted with 

25 methylene chloride (3x30 mL) . The combined organic 
extracts were washed with brine (30 mL) , dried over MgS04 
and concentrated under reduced pressure. The crude 
product was purified by Prep-TLC plates 
[l:l=hexane: ethyl acetate with 1% NH3I afforded the 

30 product (63.1 mg, 76.6 %) as a yellow oil. The product 
was used in next reaction without further purification. 

Step 2: 
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4-{l- [(3R) -3- (3,4-DIMETHOXyPHENOXy) .a-PHENXliPROPYL] -4- 
PIPERlDINYIi} ANILINES A 25-mL RB flask, equipped with a 
hydrogen-filled balloon, was charged with l-[(3R)-3- 
5 (3 , 4-dimethoxyphenoxy) -3-phenylpropyl] -4- (4- 

nitrophenyl)-l,2,3,6-tetrahydropyridine (63.0 mg, 0,133 
mmol) , palladium on carbon (5,0 niol-eq%, 0.00665 iranol, 
7,04 mg) and ethanol (2,0 mL) at room temperature. 
After 1 hr the reaction mixture was filtered through a 
10 plug of Celite 545 and concentrated under reduced 
pressure. The crude product (54.1 mg, 89.4%) was used 
in next reaction without further purification. 

STEP 3s 

15 

jjr- (4-{l- [ (3R) -3- (3,4-DIMETHOXyPHENOXy) -3 -PHENYLPROPYL] - 
4-PIPERIDINYL}pHENYL) -2-METHYLPROPANAMIDEs A mixture of 
4-{l^ [ (2R) -3- (3,4~dimethoxyphenoxy) -3-phenylpropyl] -4- 
piperidinyl} aniline (5.31 mg, 0.0119 mmol) , isobutyryl 

20 chloride (2.08 mg, 0.019 mmol), N,N- 

diisopropylethylamine (8.40 mg, 0.0650 mmol) in 
methylene chloride (1.0 mL) was stirred at room 
tenqperature for 24 hours. The reaction mixture was 
concentrated and chromatographed using a preparative TLC 

25 plate [2.5% of NH3 (2.0 M in methanol) in CHCI3] to give 
the product (3.5 mg, 56.5 %) as a thick oil: NMR (400 
MHz, CDCI3) 5 7.38 (d, IH, J=B.6 Hz), 7.30-7.20 (m, 4H) , 
7.20 (m, IH), 7.11 (d, 2H, J=8.6 Hz), 7.04 (s, IH) , 6.57 
(d, IH, J=8.3 Hz), 6.44 (d, IH, J=2 . 6 Hz), 6.22 (dd, IH, 

30 J=2.6, 8.3 Hz), 5.09 (apparent dd, IH, J=i4.4, 8.1 Hz), 

3.72 (s, 3H) , 3.70 (s, 3H) , 3.08 (m, 2H) , 2.57 (m, 2 H) , 
2.43 (apparent sept, partially hidden, 2H, J=6.8 Hz), 
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2.30-2.10 (in, 6H), 1.80 (m, 2H) , 1.25 (d, 6H, 
J=7.9 Hz); ESMS iD/e: 517.3 (M+H)*. 



ExanqDle 85 

5 

N- {3-{l- I (3S> -3- (3-ACBTyiiPHBIIOXZ) -S-PHENYLPROPYL] -4- 
PIPERIDrNYL}PEElini}-2-HErrHYLPR0Pia]:^ Into a 25 -mL 

RB- flask was added triphenylphosphine (9.80 mg, 0.0375 
imnol ) , diethyl azodicarboxylate ( 5 . 22 mg , 0.0300 mmol ) , 

10 N- {3-{l- [ (3R) -3-hydroxy-3-phenylpropyl] -4- 

piperidinyl }phenyl) -2 -raethylpropanamide (9.53 mg , 0 . 0250 
nimol) , 3-hydroxyacetophenone (100 mg) and THP (1.0 mL) 
at rooia temperature. The reaction mixture was stirred 
at room temperature overnight (16 hrs) . The solvent was 

15 removed under reduced pressure and the residue was 
purified by preparative TLC plates [2.5% of NH3 (2.0 M in 
methanol) in CHCI3] to afford the desired product (2.73 
mg, 39.9%) as a thick oil: NMR (CDCI3) S 7. 70-7 -64 (m, 
2H), 7.54 (m, 2H) , 7.49-7.44 (m, 6H) , 7.25 (m, IH) , 7.05 

20 (d, IH, J=8.3 Hz), 6.96 (apparent d, IH, J=7.7 Hz), 5.34 

(apparent dd, IH, J=4.8, 8.2 Hz), 3.15 (m, 2H) , 2.67 (m, 
2H) , 2.52 (s, 3H) , 2.53 (apparent sept, partially 
hidden, 2H, J=7.6 Hz), 2,30-2.10 (m, 6H) , 1.89 (m, 2H) , 
1.25 (d, 6H, J=6.9 Hz); ESMS jn/e: 499.4 (M + H)*. 
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Scheme A. Synthesis of tert-Butyl 4-(3-aminophenyl>-1-f^peridinecarboxylate 




a. n-BuU, diisopropylamlne, THF, PhN(IT)2, -78 °C to room temperature, 81% 

b. 3^mlnophenylboronic add hemlsuKiate. LiCI, tetrakis-triphenylphosphine 
-palladium (0), NaaCOa, DME-H2O. reflux. 81% 

c. 10% Pd/C, ethanol. H2, room temperature, balloon method, 84% 
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Scheme B1. A General Synthesis of the MCH Antagonlsis 
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2. H2,Pd/C,EtOH 

3. HCIIndiQxane 



1. H2. Pd/C, EtOH 
ZHCIindioxane 



h,in-orp4^l02 



4. RrhalMe. cat BU4NI. dbxane. reflux 

orR2-hatIde, cat 18-crown-6. toluene, reflux 
orR24)alide. cat t4al. NazCO^. DMF. 100 "^C 



3. R^haKde, cat BMjtii, dioxane, reflux 

or Rz-haDde» cat 18-cfDwn-6, toluene, reflux 
or Rrhalide. cat Nal. Na2C03, DMF. 100 ^'C 

4. RiX{=0)CI 




Scheme B2. A General Synthesis of the MCH Antagonists 




1. Ha in dioxane 



jn-orp^2 



•o-jn- or P-NO2 



2. R^^iattde. cat Bu4Nt dioxane. reflux 

or RrhaFide, cat 18-crown-6. toluene, reflux 
or Rz^iaKde, cat Nal. Na^CQa. DMF, 100 % 

3. H2.PdK:.EtOH 

4. RiX(=0)a 

1.H2,Pd/C,EI0H 

2. HCIindiQocane 

3. Rj-halide, cat BU4NI. dioxane. reflu 

or R^^alide, cat 18-crown-6. toluene, reflux 
or R24iaRde. cat Nal. NajCQa. DMF, 100 ""C 

4. RiX(^)Cl 



H 

-N^y<Ri 

I 




5 



X:sC.S{0) haIide-a.Br 
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Scheme CI. SpecfficBcamptesofIhe Syntheses ofttieMCH Antagonists 



NH2 1. isobutyiyl chloride, dichloromethane 
ZH2.10%P«yC.B0H • 
3.Haindioxane ' 



BOC 



4. (or Br), cat BU4NI. dtoxane, reflux 
or R2-CI {or Br), cat Nal, I^CQs, DMF, >90 «C 
OH 





diethylazoGpcaitMKytatB 
THF.PPha 



Scheme C2. Specific Examples of ttie^nlheses of the MCHAniaganisIs 
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THF. 4-phenylphenol. PPha 
4^ 2.DMF.heat,K2CQ3.KI 

commercially ^^O^O^ 




J ® 
inversion of stefochennstry 



available 



HQ yf-Ct ^ dlethylazodic artxaxyiate^ 



6 



THF, phthaBmide, PPha 
Z DMF, heat. K2CQ3.Ki 
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Scheme D1. Spedfic Examples ofthe Syntheses oftheMCH Antagonists 



1. H2.10%Pd/C,EtOH 

2. HCilndioxane 



3. cat IS^awwv^, toluene, reflux. ^^,9^^ 

"N" 4. teobutyiyl chloride, 

BOC dichtoromethane 




NHa 1 . IsotMityryl dibride. dfchkMomethane 

2. H2.PdyC,EtOH 

3. Ha In dioxane 

2 



4. cat. BU4NI, dioxane, reflux, q _^ 



0^ 




Scheme D2. Specific Examples of the Syntheses of the MCH Antagonists 




1 . HCI In cBoxane 

2. cat.Nal,Na2CO3,DMF,100^C, Qf^^' 

3. H2. 10% Pd/C, EtOH 

4. Isobutyryl chlofide, 
dichloromethane ^ 

CO. 




5 
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Scheme E: GeneiaJ Synthesis of the MCH Antagonists 




a. dioxane. diisopiopylethylamine. BU4NI, reflux 
or DMF, W, NaaCOa. 90-100 

or toluene, 1 10 18-aovwi-6 

b. dilsopyropylethylainine, dichloromethane 

X = S(=0),C 

= Aromatic, sut)stttuted aromatic or heterocyclic 
R2 = aliphatic oraromatic 



wo 03/004027 



PCTAJS02/21063 



181 



Scheme F. General Synthesis off the I\^CH Antagonists 
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Scheme G. General Synthesis of the MCH Antagonists 




orOMF;heat 
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Scheme H: Synthesis of OxazoGdinones 



ArCHO 



NH2 



O 



NH 



O O 

A A 

O NH + O NH 



Np2 

h 



a. NH3, then TMS-CN; b. HQ in MeOH (room temperature to reflux); 
c. tAH. THF. reflux: d- {BOCJaO, chtorofomn; e. NaH. THF; f. Chiralcel OD column 

g. NaH, p-nrtrophenyl chlorofomiale, THF; 

h. an amine such as N-{3-[1-(3-aminopfDpyl)-4~piperidinyI]ptienyl}acetamide 
Ar = 3,4Kfrf1uorophenyl. 3,5-difluorophenyl or 3,4,5-trifhiorophenyl 




5 
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Scheme I: Synthesis of gem-DialkyI Substituted Oxazolidinones 




a. methyl magnesium bromide, THF; b. N,N-carbonyldilmidazole. DCM; c. NaH. THF, 
p-nitrophenylchlorofomiate; d. an amine such as 
N^3-[1-(3-aminopropylH-plperidinyllphei!yl}acetamide 



Scheme J: Synthesis and Chlral Resolution of Qxazofidinones 



O 




NaH.THF, 76-92% (e) separate dlastefeomers by column chromatograptiy and separate enantlomers by cHrat 

phase HPLC. 10-16% (f) n-BuU. THF. 4HfiHrophenyIchloix>fofmate. -75% 

(g) THF. >80%. an amine such as r«HH1K3-aminopn>pylH-piperidinyQphenyl}acetamk]e 
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Scheme K: Synthesis Oxazolidinones from Amino Adds 

O 




F 



a. LAH, THF; b. (BOCfcO, CHCI3; c. NaH, THF; d. p-nitrophenylchlorofomiate. NaH, THF; 
h. an amine such as NH3-[1-(3-aminopropylH-pip6ridinyqphenyl}acetamide 

At = aromatic such as 4-fluorophenyl or 3,4-difluorophenyl 



5 
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a. pyrrotidfne, methanol, heat; b. t-butytdimethylsilyl chloride; a LAH, ether, reflux 
d. (BCX^)20. chloroform; e. NaH, THF; h. silica gel chromatography 

For more details, See: Lagu, B.; Wetzel, J. M.; Fonray, C; Patane. M. A,: Bock, G. 
"Determination of the Relative and Absolute Stereochemistry of a Potent a1 A Selective 
Adrenoceptor Antagonist** Biooig. Med. Chem. Lett 2000, 10, 2705. 



wo 03/004027 



PCT/US02/210d3 



187 




0*2, R1=H R2=Ph, R3=H 
11=5, R1=H. R2=H R3=50Me 
l»=1»R1sH.R2=Ph,R3=H 
n=4. R1^, R2»K R3»50M8 
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Scheme N 




H 

R1«&C|.R2=H 



5 



10 
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Scheme P 



rff^Sn rBiCHi(CHj),CHjpl ^-i^N DMF.90"ai2h 
H 



Rf 



Example 



2.BK3«C«03aV3 ^^"f DMF.90t.12h 

H 2a:n-3 (^WaWcCHjO , mO^SJ 

2b:n-4 3: H-N^/ ^ 
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Scheme Q 




"NH 



KjCOj, CuBr, 6. 
.N^O NMP, 150 X 12 h 




n 



X3CQ^CuB^,6, 
NMP, 150*^ 12 h 

6b: h-^-F 
6d: 




7a: Rl " p-OMe 
7b:Rr=p-F " 
7c:Rl=p-C02Mc 
Td: Rl= p-Mc 
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Scheme R 



NaBH(0Ac)3 
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EXPERIHEIiiTAIi SECTION 

The following additional abbreviations are used: HOAc, 
acetic acid; DMF, Jj,Jff-dimetliylformamide; EtOAc, ethyl 
5 acetate; MeOH, methanol; NMP, 1 -methyl- 2 -pyrrolidinone; 
TEA, triethylamine; THF, tetrahydrofuran; All solvent 
ratios are volume/volume unless stated otherwise. 

1- (4-UETHYIiPHEllirL)l£r-IND0LE: A mixture of 1-H- indole 
10 (58.5 mg, O.50O tnmol) , 1- (iodo) -4-inethylbenzene (0.218 

g, 1.00 tmnol) , copper powder (32.0 mg, 0.500 mmol) , and 
K2CQ3 (0.138 g, 1.00 mmol) in l-methyl-2-pyrrolidinone (1 
mL) was heated at 150 °C for 12 h under argon. The 
resulting mixture was diluted with H2O (6 mL) . The 

15 aqueous layer was extra:cted with CH2CI2 (3 X 10 mL) . The 
combined organic extracts were washed with brine (10 
mL) , dried over MgS04, and concentrated in vacuo. The 
residue ^was purified by preparative TLC using 
EtOAc/hexane (1:4) to give the desired product (82 mg, 

20 79%). NMR (400 MHz, CDCI3) S 7.67 (d, IH, J = 

7.7 Hz), 7.52 (d, IH, J= 7.4 Hz), 7.38 (d, 2H, iJ = 8.4 
Hz), 7.34-7.29 (m, 3H) , 7.21 (t, IH, iJ= 7.0 Hz), 7.15 
(t, IH, J= 7.0 Hz), 6.66 (d, IH, 3.3 Hz), 2.43 (s, 3H) ; 
ESMS in/e: 208.0 (M + H)*. 

25 

Example 86 

1/- (3-{l- [ (6-CTI.ORO-1H-INDOL-3-YL) METHYL] -4- 
PIPERIDINYL}FHEN7L) -2-HETHYLPROPAllAHIOEs A solution of 

2- methyl-lf- [3- { 4 -piper idinyl) phenyl] propanamide ( 0 . 369 
30 g, 1.50 mmol) and 37 wt % aqueous formaldehyde (30.0 

mg , 1.50 mmol ) in 1 mL of HOAc : dioxane (1:4) was added 
to 6-chloro-l-H- indole (0.152 g, 1.00 mmol) and the 
reaction mixture was stirred for 12 h at room 
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ten^erature. The resulting mixture was diluted with 
H2O (10 mL) . The aqueous layer was extracted with CH2CI2 
(3 X 100 itiL) , The combined organic extracts were washed 
with brine (10 mL) , dried over MgS04, and concentrated in 
5 vacuo. The residue was purified by preparative TLC on 
silica using 5% of NH3 (2,0 M in methanol) in CH2CI2 to 
give the desired product (79 mg, 42%) . NMR (400 MHz, 

CDCI3) 5 9.14 (s, IH), 8.04 (s, IH) , 7.52 (t, 2U, J= 8.1 
Hz), 7.35 (d, 2Hr J = 13.3 Hz), 7.18 (t, IH, J = 7.9 
10 Hz), 7.09 (dd, IH, J = 1.9, 8.5 Hz), 6.85 (d, IH, J = 

7.4 Hz), 5.18 (s, IH) , 4.01 (s, 2H) , 2.55 (septet, IH, CT 
= 6,8 Hz), 2.48-2.34 (m, 3H) , 2.08-1.95 (m, 4H) , 1.78 
(d, 2H, J = 12.8 Hz), 1.22 (d, 6H, J* = 6.8 Hz); ESMS 
m/ei 410.1 (M + H)*.. 

15 

Exainple 87 

2-METHyL-N-[3- (l-{ [1- (4-METHYI,PHENYL) -lH-INDOL-3- 

YL] METHYL} - 4 -PIPERIDINYL) PHENYLl PROPAHAMIDE : According 

to the procedure used for the synthesis of J\r- (3- {l- [ (6- 

20 chloro-lH-indol-3-yl) methyl] -4 -piper idinyl} phenyl) -2- 

me thy Ipropanamide , 1 - (4 -methylphenyl ) - IH- indole (0.207 
g, 1.00 mmol) provided 2-methyl-2ir- [3- {l-{ [1- (4- 
me t hylphenyl ) - IH- indol - 3 -yl] methyl } - 4 - 
• piper idinyl) phenyl] propanamide (0.441 g, 78%). ^H NMR 

25 (400 MHz, CDCI3) 5 7-90 (s, IH) , 7.73 (d, IH, J = 7.2 

Hz), 7.58-7.51 (m, 2H) , 7.43-7.36 (m, 3H) , 7.35-7.29 (m, 
3H), 7.26-7.15 (m, 3H) , 6.89 (d, IH, J = 7.7 Hz), 4.07 
(s, 2H), 3.36 (d, 2H, J= 11.6 Hz), 2.59-2.39 (m, 6H) , 
2.55 (sept, IH, 17= 6.7 Hz), 2.10-1.98 (m, 2H) , 1.83 (d, 

30- 2H, J = 12.9 Hz), 1.23 (d, 6H, J - 6.9* Hz); ESMS m/ei 
466.2 (M + H)*. 
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2 - [( 15) - 3 - CHLORO - 1 - PHENYIiPROPYL] - Iff- 

ISOINDOLB-l/ 3 (2H) -DIONE : Triphenylphosphine (5.25 g, 
20.0 mmol) and diethyl azodicarboxylate (3.58 g, 20.0 
mmol) were added to a solution of (1J2) -3-chloro-l- 
5 phenyl -1-propanol (3.42 g, 20.0 mmol) and phthalimide 
(2.94 g, 20.0 mmol) in THF (100 mL) . The reaction 
mixture was stirred for 4 h at room temperature. The 
solvent was removed under reduced pressure and the 
residue was triturated with pentane (3 X 50 mL) . The 

10 combined pentane fractions were concentrated in vacuo 
and the crude product was purified by chromatography on 
silica using EtOAc/hexane (3:97) to give the desired 
product (4.40 g, 74%). NMR (400 MHz, CDCI3) 5 7,82 

(d, IH, J- = 5.7 Hz), 7.81 (d, IH, J* = 5.5 Hz), 7.70 (d, 

15 IH, J- = 5.4 Hz), 7.69 (d, IH, J = 5.8 Hz), 7.55 (d, 2H, 

J = 7,2 Hz), 7.38-7.28 (m, 3H) , 5.64 (dd, IH, J = 6.8, 
9.2 Hz), 3.56 (t, 2H, J = 6.4 Hz), 3.11-3.02 .(m, IH) , 
2.85-2.75 (m, IH) ; ESMS m/e: 300.1 (M + H)*- 

20 N' (3-{l- I (3S) -3- (l,3-D10XO-l,3-DIHYDRO-2H-IS01NDOL-2- 

YL) -3-PHENYLPROPYL] -4-PIPERXDIllYIi}PHEMYI.) -2- 
HETHTLPROPiOrAMIDE: A mixture of 2- [ (IS) -3-chloro-l- 
phenylpropyl] -lH-isoindole-1 , 3 (2H) -dione (4 .50 g, 15 . 0 
mmol) , 2-methyl-W- [3- ( 4 -piperidinyl) phenyl ]propanamide 

25 (4.26 g, 15.0 mmol), K2CO3 (4.16 g, 30.0 mmol), and Nal 

(3.40 g, 20.0 mmol) in DMP (40 mL) was stirred at 90 ^'C 
for 12 hrs. The reaction mixture was diluted with water 
(50 mL) , extracted with CH2CI2 (3 X 50 mL) , and the 
combined organic extracts were washed with brine (50 

30 mL) , dried over MgS04, and concentrated under reduced 
pressure. The residue was purified by chromatography on 
silica using 5% of NH3 (2.0 M in methanol) in CH2CI2 to 
give the desired product (5.10 g, 74%) . ^H NMR (400 MHz, 
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CDCI3) 5 7.83 (d, IH, J = 5.5 Hz), 7.82 (d, IH, J = 
5.5 Hz), 7.71 (d, IH, J = 5.5 Hz), 7.70 (d, IH, J" = 5.4 
Hz), 7.56 (d, 2H, iJ = 7.1 Hz), 7.35-7.27 (m, 5H) , 7.22 
(t, IH, J = 7.5 Hz), 7.09 (s, IH) , 6.81 (d, IH, J = 7.8 
5 Hz), 5.49 (dd, IH, J = 5.5, 9.6 Hz), 2.97 (d, IH, i7 = 

10.1 Hz), 2.92-2.82 (ra, 2H) , 2.44 (sept, IH, J" = 6.7 
Hz), 2.40-2.29 (m, 3H) , 2.00-^1.83 (m, 2H) , 1.79-1.39 (m, 
5H), 1.26 (d, 6H, J = 6.9 Hz); ESMS m/e: 510.4 (M + H)*. 

10 Ar-(3-{l-[(35)-3-AMINO-3-PHENyLPROPYLl-4- . 

PIPERIDINYL}PHENni) -2-METHYLPROPANaMID A mixture of 
(3-{l- l(2S) -3- (l,3-dioxo-l,3-'dihydro-2H-isoindol-2-yl) - 
3 -phenylpropyl] -4 -piperidinyl} phenyl) -2- 

methylpropanamide (4.60 g, 9.06 mmol) and hydrazine 
15 (3.62 g, 72.4 ramol) in ethanol (150 mL) was refluxed for 

12 h- The resulting white precipitate was filtered out 
and the filtrate was concentrated under vacuum. The 
residue was washed with CH2Cl2/EtOAc (1:1, 3 X 50 ml») and 
the combined organic fractions were concentrated in 
20 vacub to give the desired product (2.90 g, 95%). ^H NMR 
(400 MHz, CDCI3) 5 7.45 (s, IH) , 7.39-7.30 (m; 6H) , 7.29- 
7.19 (m, 2H), 6.95 (d, IH, J= 7.2), 4.01 (t, IH, 
6.8 Hz), 3.04 (t, 2H, iJ = 10.6 Hz), 2.62-2,30 (m, 6H) , 
2.05-1.70 (m, 8H), 1-24 (d, 6H, J = 6.8 Hz); ESMS m/e: 
25 380.4 (M + H)*. 



Example 88 
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(3-{l- [ (3S) -3- PHEaUYL-S- 
(PROPIONYLAMINO) PROPYLl -4- 

PIPERIDINYL} PHENYL) PROP ANAMIDE: According to the 
procedure used for the synthesis of J\r- (3- {l- 1 (3£?) -3- 
5 (acetylamino) -3-phenylpropyl] -4-piperidinyl}phenyl) -2- 

methylpropanamide , W- ( 3 - { 1 - [ ( 3 5) - 3 -amino- 3 - 
phenylpropyl] - 4 -piperidinyl} phenyl) -2-'methylpropanaraide 
(11.0 mg, 0.0280 mmol) and propionyl chloride (3.80 mg, 
0.0420 mmol) provided 2-methyl-J\r- (3-{l- t (35) -3-phenyl-3- 

10 (propionylamino) propyl] -4 -piperidinyl }phenyl ) propanamide 

(12 rag, 97% yield). NMR (400 MHz, CDCI3) 5 8.05 (s, 
IH), 7.59 (s, IH) , 7.40-7.20 (m, 7H) , 6.96 (s, IH) , 
5.19-5.12 (m, IH), 3.18 (d, 1 U, J ^ 12.0 Hz), 2.99 (d, 
IH, iJ = 10.4 Hz), 2.93-2.86 (m, IH) , 2.61-2.40 (m, 3H) , 

15 2.38-2.23 (m, 3H) , 2.19-1.75 (m, 8H) , 1.25 (d, 6H, i7 = 

6.9 Hz), 1.22-1.08 (m, 3H) ; ESMS m/e: 436,4 (M + H)*. 

Example 89 

Jff-{3- [1- ( (35) -3-{ [ (4-FLUOROPHENYL) ACETYL] AMINO}-3- 
20 PHENYLPROPYL) -4-PIPERIDINYL] PHENYL}- 2 -METHYLPROPANAMIDE: 

A mixture of N- (3-{l- [ (3S) -3 -amino-3 -phenylpropyl] -4- 
piperidinyl}phenyl) -2-methylpropanamide (11.0 mg, 0.0280 
mmol) and (4-fluorophenyl) acetyl chloride (7.20 mg, 
0.0420 mmol) in THP (5 mL) was stirred at room 

25 temperature for 4 h. The solvent was removed under 
reduced pressure and the residue was purified by 
preparative TLC using Hexane:EtOAc (2:1) to give the 
desired product (13 mg, 90* yield) . NMR (400 MHz, 
CDCI3) 5 7.89 (d, IH, i7 = 8.4 Hz), 7.59 (s, IH) , 7.31- 

30 6.93 (m, 13H), 5.13 (q, IH, i7 = 6.0 Hz), 3.56 (s, 2H) , 

3.07 (d, IH, J = 11.7 Hz), 2.91 (d, IH, J = 11.0 Hz), 
2.62r2.42 (m, 2H) , 2.40-2.30 (m, IH) , 2.12-1.54 (m, 9H) , 
1.24 (d, 6H, J = 6.7 Hz); ESMS m/e: 515.3 (M + H)*. 
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Example 90 

N-{3-{l-[3 - (1^ 2-DIPHKNyi.-lH-INDOL-3 -YL) PROPYL] -4 - 
PIPERIDINYL}PHKNYL) -2-METHYIiPROPANAMIDE: A mixture of 
5 1,1-diphenylhydrazine hydrochloride (10.3 mg, 0.0470 
mmol) , 2 -methyl -JP/- {3- [1- {5-oxo-5-phenylpentyl) -4- 

piperidinyl] phenyl }propanamide (14.7 mg, 0.0362 mmol) , 
ZnCl2 (14.85 mg, 0.109 mmol) , and HOAc (0.5 mL) was 
heated for 4 h at 80 °C. The resulting crude mixture was 

10 diluted with water (10 mL) , the aqueous layer was 
neutralized with saturated K2CO3 and extracted with CH2CI2 
(3 X 20 mL) . The combined organic layers were 
concentrated in vacuo and the residue was purified by 
preparative TLC using 5% of NH3 (2.0 M in methanol) in 

15 CH2CI2 to give the desired product 2^- (3- {l- [3- (1^ 2- 

diphenyl -IH-indol- 3 -yl) propyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide (4.1 mg, 37%). NMR (400 MHz, CDCI3) 
5 7.71-7.65 (m, IH) , 7.42 (d, IH, J= 7.4 Hz), 7.39 (s, 
IH) , 7.36-7.15 (m, 15H) , 6.94 (d, IH, J = 7.8 Hz), 3.12 

20 (d, 2H, J" 11.2 Hz), 2.90 (t, 2H, i7 = 7.8 Hz), 

2.59-2.45 (m, 3H) , 2.19-1.91 (m, 7H) , 1.82 (d, 2H, 
13.5 Hz), 1-24 (d, 6H, iT = 6.9 Hz); ESMS m/ez 555.3 (M + 
H)*. 

25 Escaxnple 91 

(3-{l- [3- (5-METH03CY-2-PHENYL-lH-IHDOL-3-YIi) PROPYLl -4- 

PIPERIDI2m.}PHENYL)-2-METHYLPROPiUaAMIDE: According to 

the procedure used for the synthesis of 

N- (3-{l- [3- (l,2-diphenyl-lH-indol-3-yl) propyl] -4- 
30 piperidinyl}phenyl) -2-methylpropanamide, 2-methyl-W-{3- 

[1- (5-oxo-5-phenylpentyl) -4- 

piperidinyl] phenyl }propanamide (15.6 mg, 38.2 ramol) , and 
1- (4 -methoxyphenyl) hydrazine hydrochloride (8.00 mg. 
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0.0458 mmol) provided N- (3- {l- [3- (5-methoxy-2- 

phenyl -IH-indol- 3 -yl) propyl] - 4 -piperidinyl} phenyl) -2- 
inethylpropanamide (3.9 mg, 20%). NMR (400 MHz, CDCI3) 
5 8.06 (s, IH) , 7.55 .(d, 2H, J = 7.4 Hz), 7.43-7.39 (m, 
5 3H) , 7.38-7.35 (m, 2H) , 7.27-7.19 (m, 3H) , 7.08 (d, IH, 

J= 7.4 Hz), 6.94 (d, IH, i7 = 7.6 Hz), 6.87 (dd, IH, J = 
4.0, 6.6 Hz), 3.88 (s, 3H) , 3.80-3.69 (m, IH) , 2.99 (d, 
2H, J = 11-7 Hz), 2.89 (t, 2H, J = 7.3), 2.55-2.39 (m, 
4H) , 2.02-1.88 (m, 3H) , 1 . 82-1 . 68 - (in, 4H) , 1.24 (d, 6H, 
10 J = 6.9 Hz) ; ESMS m/e: 510.3 (M + H)*. 

Exanqple 92 

N" (3-{l- [4- (5-MBTHOXy-2-PHKNYL-lH-INDOL-3-YL) BUTYL] -4- . 
PIPERIDINYI.} PHENYL) - 2 -METHYLPROPANAMIDE : According to 

15 the procedure used for the synthesis of J/- (3- {l- [3- (l,2- 
diphenyl-lH-indol-3-yl)propyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide, 2-methyl-l\r- {3- tl- (6-0x0-6- 

phenylhexyl ) - 4 -piper idinyl ] phenyl } propanaraide (14.3 mg , 
0 . 0339 mmol) and 1- ( 4 -me thoxyphenyl) hydrazine 

20 hydrochloride (7.10 mg, 0.0407 mmol) provided 27-(3-{l- 
[4 - ( 5 -methoxy- 2 -phenyl - IH- indol - 3 - yl ) butyl] - 4 - 
piperidinyl}phenyl) -2-methylpropanamide (5.8 mg, 33%). 
^H NMR (400 MHz, CDCI3) 6 7.95 (d, 2H, J ^ 7.8 Hz), 7.61- 
7.15 (m, IIH) , 6.97 (d, IH, iJ = 7.0 Hz), 3.88 (s, 3H) , 

25 3.09 (d, 2H, J = 11.3 Hz), 2.99 (t, 2H, J = 7.0 Hz), 

2.55-2.35 (m, 4H) , 2.12-1.70 (m, 6H) , 1.68-1.52 (m, 2H) , 
1.48-1.34 (m, 2H), 1.25 (d, 6H, J = 6.7 Hz); ESMS m/e: 
524.3 (M + H)*. 

'30* Example 93 

2-METHYL-Jr- (3-{l- [ (1 -PHENYL- IH- INDOL- 3 -YL) METHYL] -4- 
PXPERIDINYL}PHENYL)PROPiaiKAMIDE: According to the 
procedure used for the synthesis of 2/- (3-{l- [3- (1, 2- 
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diphenyl-lH-indol-3- yl) propyl] -4- 

piperidinyl }phenyl ) - 2 -methylpropanamide , JJ-{3-[l-(3,3- 
dimethoxypropyl ) -4 -piperidinyl] phenyl } -2 - 
methylpropanamide (15.2 mg, 0,0436 raraol) and 1,1- 
5 diphenylhydrazine hydrochloride (11.6 mg, 0.0524 mmol) 
provided 2-methyl-J^- (3-{l- [ ( 1 -phenyl -IH-indol -3- 

yl) methyl] -4-piperidinyl}phenyl)prqpanamide (11 mg, 
56%). NMR (400 MHz, CDCI3) 5 7.79 (d, IH, J = 7.8 

Hz), 7.57 (d, IH, *7 = 7.7 Hz), 7.54-7.47 (m, 4H) , 7.43- 
10 7.-32 (m, 4H), 7.25-7.16 (m^ 4H) , 6.95 (d, IH, J = 7.8 

Hz), 3.87 (s, 2H), 2.53-2.47 (m, 2H) , 2.21 (dt, 2H, J = 
3.0, 10.5 Hz), 2.12-1.77 (m, 6H) , 1.24 (d, 6H, J 6.9 
Hz); ESMS m/ei 451.3 (M + H)*. 

15 ExaTtiple 94 

2-METHYL-N- (3-{l- I (4B) -4-PHENH.-4- (2- 
PYRIDINYLHYDRAZONO) BtJTYLl -4- 

PIPERIDINYLjPHENYL) PROPANAMIDE: According to the 
procedure used for the synthesis of N- (3-{l- [3- (1, 2- • 

20 diphenyl~lK-indol-3-yl)propyl] -4-piperidinyl}phenyl) -2- 

methylpropanamide, 2-methyl-l\r- {3- [1- (4-oxo-4- 

phenylbutyl) -4 -piperidinyl] phenyl }propanamide (8 .70 mg, ' 
0.0223 mmol) and 2-hydrazinopyridine (2.92 mg, 0.0268 
mmol) provided 2-methyl-W- {3-{l- [ (4jE;) -4-phenyl-4- (2-. 

25 pyridinylhydrazono) butyl] -4 - 

piperidinyl }phenyl)propanamide (2.5 mg, 24%). ^H NMR 
(400 MHz, CDCI3) 5 7.97 (d, IH, 8.6 Hz), 7.85 (d, IH, 

J- = 7.3 Hz), 7.64-7.27 (ra, 9H) , 7.09 (d, IH, J = 8.0 ' 
Hz), 6.97 (d, IH, J- = 8.4 Hz), 6.73 (q, IH, J= 6.6* Hz), 

30 3.52-3.48 (m, 2H) , 3.20-3.10 (m, 2H) , 2.85-1.75 (m, 

13H), 1.26 (d, 6H, J = 6.8 Hz); ESMS m/e: 484.4 (M + H)*. 
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Exaaople 95 

N' (3-{l- 13- (S-METHOXY-IH-INDOL-S -YL) PROPYL] -4- 
PIPERIDINYL}PHBimi)-2-METHYLPR0PANAMIDE: According ^ to 
5 the procedure used for the synthesis of (3- {l- [3- (1, 2- 
diphenyl-lH-indol-a-yDpropyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide, J^r- (3-{l- [4- (l,3-dioxolan-2-yl) butyl] - 
4-piperidinyl}phenyl) -2-methylpropanamide (23 .5 mg, 
0 . 0628 tnmol) and^ ^ . 1- (4-methoxyphenyl) hydraziixe 

10 hydrochloride (13.2 mg, 0.0774 mmol) provided N-(3-{l- 
[3- (5«methoxy-lH-indoI-3-yl)propyl] -4- 
piperidinyljphenyl) ~2-niethylpropanamide (11 mg, 42%). 
NMR (400 MHz, CDCI3) 5 7.86 (s, IH) , 7.45 (s, IH) / 7.32 
(d, IH, J = 8.4 Hz), 7,28-7.21 (m, 2H) , 7.10 (s, IH) , 

15 7.05 (d, IH, J- = 2.3 Hz), 7.00-6.91 (m, 2H) , 6.85 (dd, 

IH, J* = 2.7, 9.0 Hz), 3.87 (s, 3H) , 3.06 (d, 2H, J" = 

II. 6 Hz), 2.75 (t, 2H, J = 7.2 Hz), 2.55-2.42 (m, 4H) , 
2.08-1.90 (m, 4H), 1.88-1.74 (m, 4H) , 1.25 (d, 6H, J = 
6.9 Hz); ESMS m/e: 434.2 (M + H)*. 

20 - 

rjBier-BUTyL 4- [3- (PROPiomriiAMiNO) phenyl] -1- 

PIPERIDINECARBOXYLATE : Propionyl chloride (5.53 g , 
0.0597 mol) was added dropwise to a solution of tert- 
butyl 4- (3-aminophenyl) -1-piperidinecarlxDxylate (15.0 g, 

25 0.0543 mol) and TEA (16.5 g, 0.163 mol) in THF (200 mL) 

cuid the mixture was stirred at room temperature for 3 h. 
Water (50 xaL) was added- to the reaction mixture, the 
aqueous layer was extracted with CH2CI2 (3 X lOO mL) , and 
the combined organic extracts were washed with brine (50 

30 mL) , dried over Na2S04 and concentrated imder reduced 
pressure* The residue purified by chromatography on 
silica using hexane/EtOAc (10:1) to afford the product 
(18.8 g, 99%). ^H NMR (400 MHz, CDCI3) 5 7.48 (s, IH) , 
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7.34-7.21 (m. 3H) , 6.93 (d, IH, J = 7.4 Hz), 2.77 
(t, 2K, iJ 11.5 Hz), 2.68-2.58 (m, IH) , 2.38 (q, 2H, J 
= 7.6 Hz), 1.87-1.67 (m, 4H) , 1.67-1.54 (m, 2H) , 1.48 
(s, 9H), 1.25 (t, 3H, J* = 7.5 Hz); ESMS m/e: 333.4 (M + 
5 H)^ 

1/- [3- {4-PIPERIDlNYL) PHENYL] PROPANAMIDE: Into a stirred 
solution of tert-butyl 4- [3- (propionylamino) phenyl] -1- 
piperidinecarboxylate (18.8 g, 0.0543 ramol) in dioxane 

10 (100 itiL) at 5 °C was bxabbled HCl gas for 2 h. The 

solvent was removed in vacuo, the residue was dissolved 
in water (100 mL) and neutralized by adding 10% KOH 
aqueous solution. The aqueous layer was extracted (3 X 
200 mL) with a mixture of CHCla/isopropyl alcohol (3:1), 

15 and the combined organic layers were washed with brine 
(100 mL) , dried over Na2S04, filtered and concentrated in 
vacuo. The residue was purified by column 

chromatography on silica using 5% of NH3 (2.0 M in 
methanol) in CH2CI2 to afford the desired product (12.6 

20 g, 99%). ^H NMR (400 MHz, CDCI3) 5 7.44 (s, IH) , 7.32 (d, 

IH, J = 7.2 Hz), 7.28-7.21 (m, IH) , 7.09 (s, IH) , 6.97 
(d, IH, iJ = 7.6 Hz), 3.18 (d, 2H, J = 12.6 Hz), 2.73 
(dt, 2H, J = 2.2, li.2 Hz), 2.65-2.57 (m, IH) , 2.38 (q, 
2H, J = 7.4 Hz), 1.83- (d, 2H, J = 12.1 Hz), 1.70-1.61 

25 (m, 3H), 1.25 (t, 3H, J 7.5 Hz); ESMS m/e: 233.1 (M + 

H)*. 

TBKT- BUTYL 4 - {3 - [ (CYCLOPROPYLCARBONYL) AMXKO] PHENYL} - 1- 
PIPERIDINEC21RB0XYLATE: According to the procedure used 
30 for the synthesis of tert-butyl 4- [3- 
(propionylamino) phenyl] -1-piperidinecarboxylate , tert- 
butyl 4 - ( 3 - aminophenyl ) - 1 -piper idinecarboxylate (16.47 g 
0.0596 mol) and cyclopropanecarbonyl chloride (6.27 g. 
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0,0597 mol) provided the tert-butyl 4-{3- 
[ (cyclopropylcarbonyl ) amino] phenyl } - 1- 

piperidinecarboxylate (18.1 g, 100%). IJMR (400 MHz, 

CDCI3) 5 7.55-7.46 (m, 2U) , 7.29-7.21 (m, 2H) , 6.96-6.89 
5 (m, IH), 2.79 (t, 2H, J = 12.1 Hz), 2 .68-2 .58 (m, IH) , 

I. 84 (d, 2H, iJ = 12.6 Hz), 1.83-1.76 (in, 4H) , 1.48 (s, 
9H), 1.19-1.12 (m, IH), 1.09-1.05 (m, 2H) , 0.89-0.75 (m, 
2H) ; ESMS m/e: 345.5 (M + H)*. 

10 1/- [3 - (4 -PIPERIDINyL) PHENYL! CTCLOPROPANECARBOXAMIDE : 

According to the procedure used for the synthesis of ^- 
[3- (4-piperidinyl) phenyl] propanamide, tert-butyl 4-{3-' 
[ (cyclopropylcarbonyl ) amino] phenyl } - 1- 

piperidinecarboxylate (18.9 g, 0.0543 mol) provided N- 
15 [3- (4-piperidinyl) phenyl] cyclopropanecarboxamide (13 . 2 

g, 100 %) . NMR (400 MHz, CDCI3) 5 7.46 (s, IH) , 7.36- 

7.22 (m, 3H), 7.23 (d, IH, J= 6.9 Hz), 3,17 (d, 2H, J" = 

II. 9 Hz), 2.72 (dt, 2H, J" = 2.6, 12.2 Hz), 2.65r2.55 (m, 
IH) , 1.82 (d, 2H, J = 13.9 Hz), 1.63 (dt, 3H, iJ = 4.1, 

20 12.5 Hz), 1.53-1.45 (m, IH) , 1.11-1.06 (m, 2H) , 0.87- 

0.81 (m, 2H) ; ESMS m/e: 245.03 (M + H)*. 

1- (6 -CHLOROHKXYL) -IH- INDOLE: To a mixture of NaH (0.249 
g, 10.0 mmol) in DMF (5 mL) at 0 °C was added a solution 

25 of 1-H-indole (0.585 g, 5.00 mmol) in DMF (2 mL) . The 

reaction mixture was stirred for 30 minutes and warmed 
up to room temperature. Then l-bromo-6-chlorohexane 
(0.998 g, 5.00 mmol) was added dropwise by syringe and 
the reaction mixture was stirred overnight. The 

30 reaction mixture was diluted with EtOAc (30 mL) , washed 

with water (3 X 10 mL) , dried over MgS04, concentrated in 
vacuo and purified by chromatography using hexane/EtOAc 
(97.5:2.5) to give the desired product (0.900 g, 76 %) . 
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NMR (CaDCla) 5 7.76-7.54 (m, IH) , 7.47-6.96 (m, 

4H), 6.60-6,34 (m, IH) , 4.13 (t, 2H, J= 6.8 Hz), 3.50 
(t, 2H, iT = 5.6 Hz), 1.98-1.79 (m, 2H) , 1.79-1.64 [m, 
2H) , 1-54-1.17 (m, 4H) • 

5 

1-: (5-CHLOROPENTYL) -IH-INDOLE: According to the procedure 
used for the synthesis of 1- (6-chlorohexyl) -IH-.indole, 

1- H- indole (0.585 g, 5.00 mmol) and l-bromo-5- 
chloropentane (0.928 g, 5.00 mmol) gave the desired 

10 product (0.890 g, 80%). ^H NMR (CDCI3) 5 7.76-7.51 [m, 
IH), 7.44-6.96 (m, 4H) , 6.60-6.38 (m, IH) , 4.11 (t, 2H, 
J = 6.8 Hz), 3.47 (t, 2H, J= 6.4 Hz), 1.97-1.79 (m, 
2H), 1.79-1.61 (m, 2H), 1.58-1.32 (m, 2H) . 

15 Example 96 

N' (3-{l- [6- (1H-IND0I.-1-YL)HEXYL] -4-PIPERIDINYI.}PHENYL) - 

2- METHYLPROPAHaMIDE: 1- (6-Chlorohexyl) -IH- indole (23 . 6 
mg, 0.100 tranol) , 2-tnethyl-N- [3- (4- 
piperidinyl)phenyl] propanamide (24.6 mg, 0.100 mmol), 

20 K2CO3 (27.6 mg, 0.200 mmol), Nal (22.5 mg, 0.150 mmol) 
and DMF (1.00 mL) were combined and stirred overnight at 
100 °C. The reaction mixture was cooled to room 
temperature and the crude material was purified by 
preparative TLC using 5 % of NH3 (2,0 M in methanol) in 

25 - CH2CI2 to give the desired product as a yellow solid (40 
mg, 90%). NMR (400 MHz, CDCI3) 5 8.08-6.52 (m, IIH) , 
4.17 (t, 2H, J = 7.2 Hz), 3.26 (d, 2H, J = 11.6 Hz), 
2.74-2.52 (m, 4H) , 2.44-2.28 (m, 2H) , 2.20-2.02 (m, 2H) , 
1.98-1.82 (m,4H), 1.78-1.62 (m, 2H) , 1.43-1.28 (m, 4H) , 

30 1.28 (d, 6H, J = 6.8 Hz); ESMS m/e: 446.5 (M + H)*. 
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Example 97 

N" (3-{l- [5- {lEr-INDOL-l-yL)PENTYLl -4 -PIPERIDINYL} PHENYL) - 
2-METHYLPROPANAMIDE: Prepared as above, using 1- (5- 
chloropentyl) -IH- indole {22.2 mg, 0.100 tnmol), 2-methyl- 
5 N-[3- ( 4 -piperidinyl) phenyl] propanamide (24 . 6 mg, 0 . 100 
iranol) , K2CO3 (27.6 mg, 0.200 rmnol) , NaT (23.0 mg, 0,150 
mmol) and DMF (1.00 mL) , giving the desired product as a 
yellow oil (36 mg, 81%) . NMR (400 MHz, CDCI3) 5 

8.08-6.52 (m, IIH), 4.19 (t, 2H, J" = 7.2 Hz), 3.26-3.10 
10 (m, 2H), 2.71-2.55 (m, 2H) , 2.55-2.42 (m, 2H) , 2.35-2.12 

(m, 2H), 2.12-1.80 (m, 6H) , 1.80-1.57 (m, 2H) , 1,51-1.34 
(m, 2H), 1.31 (d, 6H, J = 6.8 Hz); ESMS m/e: 432.2 (M + 
H)*. 

15 Example 98 

(4-{l- [ (9-BTHYL-9H-CARBAZOL-3-YL)MBTHYI.] -4- 
PZPERIDINYL}PHENYL)--2-METH7IJPIu:)Pia»a(IDE: According to 
the procedure used for the synthesis of JW- (3- {l- [4- (4- 
CHLOROPHENOXY) BENZYL] -4 -PIPERIDINYL} PHENYL) -2- 

20 METHYLPROPANAMIDE (Example 108) l\r- (3-{l- [3- (l,2- 
diphenyl-lH-indol-3-yl)prqpyl] -4 -piperidinyl }phenyl) -2- 
methylpropanamide , 9 - ethyl - 9H-carbazole- 3 -carbaldehyde 
(22.3 mg, 0.100 mmol) and 2-methyl-J^- [4- (4- 
piperidinyl)phenyl]prqpanamide (24.6 mg, 0.100 mmol) 

25 provided N- (4-{l- [ (9-ethyl-9H-carbazol-3-yl) methyl] -4- 
piperidinyl}phenyl) -2-methylpropanamide. The product was 
obtained as a white crystalline solid (20 mg, 44%) . ^H 
NMR (400 MHz, CDCI3) 5 8.21-7.09 (m, 12H) , 4.38 (q, 2H, J 
^ 7.2 Hz), 3.81 (s, 2H), 3.25-3.03 (m, 2H) , 2.60-2.38 

30 (m, 2H) , 2.31-2.09 (m, 2H) , 1.98-1-69 (m, 4H) , 1,44 (t, 

3H, J = 7.2 Hz), 1.23 (d, 6H, J = 6.8 Hz); ESMS m/e: 
454.3 (M + H)*. 
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Exainple 99 

{3-{l" £ ( 9 -ETHyi.-9fi^-CARBAZOL-3-YIf) METHYL] -4- 
PIPERIDZNYLJpHENYL) - 2 -METHYLPROPANAMIDE : According to 
the procedxire used for the synthesis of (3- {l- [4- (4- 
5 CHLOROPHENOXY) BENZYL] -4-PIPERIDINYL} PHENYL) -2- 

METHYLPROPANAMIDE (Example 108) 1^- (4- { 1- [ (9-ethyl-9H- 
carbazol-3-yl) methyl] - 4 -piperidinyl} phenyl) -2- 
met hylpropanamide , 9 - e thyl - 9H- carba zole - 3 - carbaldehyde 
and 2 -methyl -J\r- [3- (4 -piperidinyl) phenyl] propanamide 

10 afforded N- (3-{l- [ (9-ethyl-9H-carbazol-3-yl) methyl] -4- 
piperidinyl } phenyl ) -2-methylpropanamide (37 mg, 95%). 

NMR (400 MHz, CDCI3) 5 8.24-6.29 (m, 12H) , 4.37 (q, 
2H, J= 7.2 Hz), 3.82 (s, 2H) , 3.23-3.06 (m, 2H) , 2.65- 
2.38 (m, 2H) , 2-31-2.11 (m, 2H) , 2.01-1.73 (m, 4H) , 1.43 

15 (t, 3H, i7 = 7.2 Hz), 1.25 (d, 6H, J = 4.0 Hz); ESMS Jn/e: 

454.3 (M + H)*. 

Exanqple 100 

N" [3- [1- (4-UETHOXYPHENYL) -IH-IMPOL-S-YL] METHYIl}-4- 
20 PIPERXDHIYL) phenyl] -2-METHYLPROPANAMIDE : According to 
the procedure used for the synthesis of 1- (4- 
methylphenyl) IH -indole, N-{2- [1- (lH-indol-5-ylmethyl) - 
4 -piperidinyl] phenyl } -2-methylpropanamide (37 . 5 mg, 
0.100 mmol) and l-iodo-4-methoxybenzene (46.8 mg, 0.200 
25 rranol) gave the desired product (27 mg, 56%) . ^H NMR (400 
MHz, CDCI3) 5 7.70-6.58 (m, 14H) , 3.88 (s, 3H) , 3.67 (s, 
* 2H) , 3.14-3.01 (m, 2H), 2.57-2.41 (m, 2H) , 2.25-2.01 (m, 
2H) , 1.93-1.69 (m, 4H) , 1.24 (d, 6H, J" = 7.2 Hz); ESMS 
ra/e: 482.2 (M + H)*. 

30 

Example 101 

N- [3- {l-{ [1- (4-FLUOROPHKNYL) -lH-INDOL-.5-YLlMBTHYL}-4- 
PIPERIDINYL) FHESIYL] - 2 -METHYLPROPANAMIDE : According to 
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the procedure used for the synthesis of l-(4- 
methylphenyl) IH^indole, N- {3- [1- (lH-indol-5-ylmethyl) -4- 
piperidinyl] phenyl} -2 -methylpropanamide (37.5 mg, 0,100 
inraol) and 1-f luoro-4-iodobenzene (44.4 mg, 0.200 mmol) 
5 gave the desired product (21 mg, 45%) . NMR (400 MHz, 

CDCI3) 5 7.71-6.60 (ra, 14H) , 3.69 (s, 2H) , 3.19-2.99 (m, 
2H), 2.62-2.41 (m, 2H) , 2.22-2.07 (m, 2H) , 1.94-1.70 (m, 
4H), 1-24 (d, 6K, tJ = 6,-8 Hz); ESMS m/e: 470.2 (M + H)*, 

10 Example 102 

METHYL-4- [5- ({4- [3 - (ISOBUTYRYIAMINO) PHENYL] -1- 
lPERIDINyL}METHYIi) -IH-INDOL-l-YL] BENZOATE : According to 
the procedure used for the synthesis of 1- (4- 
methylphenyl) IH-indole, {3- [1- (lH-indol-5-ylraethyl) - 

15 4-piperidinyl3phenyl}-2-niethylpropanamide (37,5 mg, 
0.100 ramol) and methyl 4-iodobenzoate (52.4 mg^ 0.200 
mmol) gave the desired product (11 mg, 22%). ^H NMR (400 
MHz, CDCI3) 5 8,31-6.64 (m, 14H) , 3.96 (s, 3H) , 3.67 (s, 
2H) , 3.16-2.96 (m, 2H) , 2.57-2.41 (m, 2H) , 2.18-2.02 {m, 

20 2H), 1.91-1.73 (m, 4H) , 1.24 (d, 6H, i7 = 6.8 Hz) ; ESMS 

m/e: 510.2 (M + H)*. 

Example 103 

2-METHYL-N- [3- [1- (B-METHYLPHBHYIi) -1H-IND0I.-5- 
25 YIi] METHYL} -4«PZPBRXDINYL) PHENYL] PROPANAHXDE : According 

to the procedure used for the synthesis of 1- (4- 
methylphenyl) IH-indole, N- {3- [1- (lH-indol-5-ylmethyl) -4- 
piperidinyl] phenyl} -2 -methylpropanamide (37.5 mg, 0.100 
mmol) and l-iodo-3-methylbenzene (43.6 mg, 0.200 mmol) 
30 gave the desired product (28 mg, 60%) . ^H NMR (400 MHz, 
CDCI3) 5 7.68-6.60 (m, 14H) , 3.66 (s, 2H) , 3.16-2.96 (m, 
2H) , 2.59-2.44 [m, 2H) , 2.44 (s, 3H) , 2.18-2.01 im, 2H) , 
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1.91-1.68 (m, 4H), 1,24 (d, 6H, J = 6.8 Hz); ESMS 
m/e: 466.2 (M + H)*. 

Example 104 
5 N-{3- [1- (3-{ [ (4-CHLORO-3- 

NITROPHENYIi) StJLFONYL] AMINO} PROPYL) -4- 

PIPERIDINYi::i]PHENyi:i}-2-METHYLPR0PANAMIDE: A mixture of N- 
{3 [1- {2-aininopropyl) -4-piperidinyl] phenyl} -2- 
methylpropanamide (10 . 0 nvg, 0 . 0350 mmol) , 4-chloro-3- 

10 nitrobenzenesulfonyl chloride (9,90 mg, 0.0380 mmol), 
and TEA (7.00' mg, 0.0700 mmol) in THP (2 mL) was stirred 
for 12 h at room temperature. The crude product was 
purified by preparative TLC (CHaCla/MeOH/isopropyl amine 
= 19:1:0.2) to give the desired product (16 mg, 86%) . 

15 NMR (400 MHz, CDCI3) 5 8.45-8.38 (m, IH) , 8.02 (d, IH, J 

= 8.4 Hz), 7.72 (d, IH, *7 = 8.8 Hz), 7.48-7.40 (m, 3H) , 
7.29-7.24 (m, 2H), 6.96 (d, IH, «J = 7;5 Hz), 3.17-3.09 
(m, 4H), 2.63-2.48 (m, 4H) , 2.15 (t, 2H, tJ = 11.8 Hz), 
1.96-1.72 (m, 6H), 1.25 (d, 6H, J = 6.9 Hz); ESMS m/ez 

20 523.2 (M + H)*. 

Exaniple 105 

N- [3- (l-{5- [4- (3,4-DIPIiUOROPHENYr.) -2-0X0-l,3-OXAZOLIDIN- 
3 -YIi] PENTYL} -4 -PIPERIDIHYXi) PHENYIi] -2 -UBTHYLPROPANAMXDE : 

25 A mixture of 3- (S-bromopentyl) -4- (3, 4-dif luorophenyl) - 
l,3-oxazolidin-2-one (38.0 mg, 0.110 mmol), 2-methyl-^- 
[3- (4-piperidinyl )phenyl}propanamide (26.0 mg, 0.100 
mmol), Nal (23.0 mg, 0.150 mmol), and KaCOa (14.0 mg, 
0.100 mmol) in DMF (2 mL) was heated for 1 h at 50°C. 

30 The crude product was piirified by preparative TLC using 
CH2Cl2/MeOH/isopropyl . amine (19:1:0.2) to give the 
desired product (21 mg, 41%) . ^H NMR (400 MHz, C33CI3) 5 
7.49 (s, IH), 7.39-7.32 (m, 2H) , 7.26-7.20 (m, 2H) , 
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7.18-7.11 (m, IH), 7.10- 7.03 (m, IH) , 6.96 (d, IH, 
J = 7.6 Hz), 4.80-4.73 (m, IH) , 4.62 (t, IH, J = 7.9 
Hz), 4.09-4.04 (m, IH) , 3.51-3.42 (m, IH) , 3.03 (d, 2H, 
J- = 11.7 Hz), 2.82-2.72 (m, IH) , 2.51-2.42 (m, 2H) , 2.32 
5 (t, 2H, J = 7.9 Hz), 2.11 (s, IH) , 2.03-1.97 (in, 2H) , 

1.85-1.70 (m, 4H), 1.49 (m, 4H) , 1.31-1-27 (m, IH) , 1.24 
(d, 6H, J = 6.9 Hz); ESMS m/e: 514.4 (M + H)*. 

Example 106 

10 3-.(2,6-DICHIiOROPHENYL)-N-(5-{4-[3- 

(ZSOBUTYRYLAHIKO) PHENYL] -1-PIPERZDI1IYL}PENT7L) -5-METHXIi- 
4 - XSOXA.ZOZ1ECARBOXAMIDS 3 A mixture of 3 - ( 2 , 6 - 
dichlorophenyl) -4-f ormyl-S-isoxazolecarbonyl chloride 
(69.0 mg, 0.250 tnmol) , W-{3- (1- (5-aminopentyl) -4- 

15 piperidinyll phenyl} -2 -ethylpropanamide (44.0 mg, 0.150 
mmol) , TEA (30.0 mg, 0.300 mmol) in THF (2 mL) was 
stirred for 12 h at room temperature. The crude product 
was purified by preparative . TLC using CH2Cl2/MeOH/ 
isopropyl amine (19:1:0.2) to give the desired product 

20 (52 mg, 67%). ^H NMR (400 MHz, CDCI3) 5 7.52-7.49 (m, 

2H) , 7.49-7.41 (m, 2H) , 7.39-7.31 (m, 2H) , 7 .29-7 .21 . (m, 
2H) , 6.92 (d, IH, J « 7.6 Hz), 3.25-3.11 (m, 5H) , 2.81- 
.2.74 (m, 4H), 2.58-2.44 (m, 4H) , 2.30-2.19 (m, 2H) , 
1,93- 1.78 (m, 4H), 1.56-1.44 (m, 2H) , 1.31-1.28 (m, 

25 2H) , 1.24 (d, 6H, J = 6.6 Hz); ESMS m/e: 585.2 (M + H)*. 

Example 107 

jnr- [3- (l-{2- [ (DIPHEKnTLACETYI.) AMINO] ETHYL} --4* * 
PIPERIDINYL) PHENYL] -2 -HETHYLPROPAKAMIDB: A mixture of 
30 {3 [1~ (2-aminoethyl) -4-piperidinyll phenyl} -2- 

metlxylpropanamide (20.0 mg, 0.0700 mmol), diphenylacetyl 
chloride (23.0 mg, 0.110 mmol), and TEA (20.0 mg, 0.140 
mmol) in THF (2 mL) was stirred overnight at 23 °C. The 
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crude product was purified by preparative TLC using 
CHaCla/MeOH/isopropyl amine (19:1:0,2) to give the 
desired product (8.0 mg, 47%). NMR (400 MHz, CDCI3) 5 
7.53 (s, IH)/ 7.37-7.20 (ra, 13H) , 6.97-6.92 (m, IH) , 
5 6.67 (s, IH), 4.98 (s, IH) , 3.43 (q, 2H, J" = 5.9 Hz), 

2.90 (d, 2H, J = 11.6 Hz), 2.57-2.42 (m, 4H) , 2.11 (t, 
2H, J = 10.4 Hz), 1.75 (d, 2H, iJ = 12.4 Hz), 1.70-1.58 
(m, 2H), 1.25 (d, 6H, i7 = 6.7 Hz); ESMS m/e: 484.2 (M + 
H)^ 

10 

Example 108 

{3-{l- [4- (4 -CHLOROPHEKOXY) BENZYL] -4- 
PIPERIDIim:i}PHEira) -2-METHYIiPROPAMAMIDE: 4- (4- 

chlorophenoxy)ben2aldehyde (0.119' g, 0.510 mmol) and 2- 

15 methyl-1^- [3- (4-piperidinyl)phenyl]propanamide (0.126 g, 
0.510 mrnol) were mixed in 1, 2-dichloroethane (5 mli) and 
then treated with soditun triacetoxyborohydride (0.424 g, 
2.00 mmol) and HOAc (0.03 raL, 0.5 mmol). The mixture 
was stirred overnight at room tenqperature . The reaction 

20 mixture was neutralized with saturated NaHCOa aqueous 
solution and the aqueous layer was extracted with CH2CI2 
(3 X 10 raL) . The combined organic layers were washed 
with brine, dried over MgS04f concentrated in vacuo, and 
ptirified by preparative TLC using 5% of NH3 (2.0 M in 

25 methanol) in CH2CI2 to give the desired product (53 mg, 
23%). ^H NMR (400 MHz, CDCI3) 5 7.50 (s, IH) , 7.34-7.19 
(m, 7H), 6.98-6.87 (m, 5H) , 3.50 (s, 2H) , 2.98 (d, 2H, J 
= 11.8 Hz), 2.58-2.44 (m, 2H) , 2.10-1.98 (m, 2H) , 1.83- 
1.76 (m, 4H), 1.24 (d, 6H, iJ.= 6.8 Hz); ESMS m/e: 463.2 

30 (M + H)*. 

Example 109 
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l^-{3- [1- ({2,5-DIMETHYI,-l- [3- 

(TRIFLUOROMETHYL) PHEajYIi] - IH- PYRROL- 3 -YI.}METHYL) -4- 
PIPERIDINYL] phenyl}- 2 -METHYLPROPANAMIDE: Prepared by the 
procedure described in example 108, substituting 2,5- 
5 dimethyl-1- [3- (trifluorotnethyl) phenyl] -lH-pyrrole-3- 
carbaldehyde (0.136 g, 0.510 ramol) for 4-(4- 
chlorophenoxy ) benzaldehyde . NMR (400 MHz,. CDCI3) 5 
7.69-7.56 (m,-2H), 7.53-7.32 (m, 4H) , 7.28-7.18 (m, 2H) , 
6.99 (s, IH), 5-98 (b, 1H) , 3.43 (s, 2H) , 3.16-3.06 (m, 
10 2H) , 2.57-2.42 (m, 2H) , 2.07-1.95 (m, 8H) , 1 . 89-1 . 76 (m, 

4H) , 1.24 (d, 6H, iJ « 6.8 Hz); ESMS jn/e: 498.2 (M + H)*. 

Exaxnple 110 

(3-{l- [4- (3^4-DIFLUOROPHBHOXY) BENZYL] -4- 

15 piPERIDIimi} PHENYL) -2 -METHYLPROPANAHIDE: Prepared by the 
procedure described in example 108, substituting 4-(3,4- 
difluorophenoxy) benzaldehyde (0.119 g, 0.510 mmol) for . 
4- (4-chlorophenoxy)benzaldehyde. NMR (400 MHz, CDCI3) 
5 7.52 (s, IH) , 7.32 (d, 2H, J = 8.4 Hz) , 7.28-7.21 (m, 

20 2H) , 7.14-7.06 (m, 2H) , 6.98-6.94 (m, 3H) , 6.86-6.79 (m, 

IH), 6.76-6.69 (m; IH) , 3.51 (s, 2H) , 2.99 (d, 2H, J = 
11.7 Hz), 2.55-2.44 (m, 2H) , 2.12-2.02 (m, 2H) , 1.86- 
1.74 (m, 4H), 1.25 (d, 6H, J = 7.0 Hz); ESMS m/e: 465.2 
(M + H)*. 

25 

Exanqple 111 

jjr. (3-{l- [ (5-CHLORO-3-MKTHYL-1-PHENYL-1H-PYRAZOL-4- 
YL)BIBTHYL] -4-PIPBRIDINYL}PHENYL) -2-METHYLPROPiUSlMra 
Prepared by the procedtire described in exan^le 108, 
3 0 subst i tut ing 5 - chloro- 3 -methyl - 1 -phenyl - IH-pyrazole- 4 - 
carbaldehyde (0.113 g, 0.510 mmol) for 4-(4- 
chlorophenoxy) benzaldehyde. ^H NMR (400 MHz, CDCI3) 8 
7.62-7.19 (m, 9H), 6.97 (s, IH) , 3.43 (s, 2H) , 3.08-2.98 
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(m, 2K) , 2.58--2.43 (tn, 2H) , 2.39-2.32 (m, 3H) , 

2.18-1.71 (m, 6H), 1,24 (d, 6H, J = 6.9 Hz); ESMS m/e: 
451.2 (M + H)*. 

5 Exaanple 112 

N- (3-{l- [4- (3, 4-DICHLOROPHENOXy) BENZYL] -4- 
PIPERIDINYL}PHENyL) -2-METHYLPROPANAMIDEs Prepared by the 
procedure described in exatnple 108, siabstituting 4-(3,4- 
dichlorophenoxy)benzaldehyde (0.136 0.510 raraol) for 

10 4- (4-chlorophenoxy)benzaldehyde. NMR (400 MHz, CDCI3) 
5 7.53 (s, IH), 7.36-7.18 (m, 6H) , 7.08 (d, IH, i7 = 1.8 
Hz), 6.96 (d, 3H, iT = 6.8 Hz), 6.84 (dd, IH, J = 2.8, 
8.9 Hz), 3.51 (s, 2H), 2.99 (d, 2H, J = 11.5 Hz), 2.55- 
2.42 (m, 2H), 2.12-2.02 (m, 2H) , 1.84-1.73 (m, 4H) , 1.24 

15 (d, 6H, J = 7.0 HZ); ESMS w/e: 497.1 (M + H)*. 

Example 113 

2-METHYI,-7^- (3-{l- [ (2-PHENYL-lH-IMIDAZOL-4-yL) METHYL] -4- 
PIPERIDIl$nrL}PHENYL)PROPA]»AMIDE: Prepared by the 

20 procedure described in example 108, substituting 2- 
phenyl-lH-imidazole-4-carbaldehyde (88.0 mg, 0.510 mmol) 
for 4- (4-chlorophenoxy)benzaldehyde. ^H NMR (400 MHz, 
CDCI3) S 7.92 (d, 2H, jr 7.4 Hz), 7.65-7.31 (m, 6H) , 
7.28-7.18 (m, 2H) , 7.12-7.05 (m, IH) , 6.95-6.88 (m, IH) , 

25 3.69 (s, 2H) , 3.17-3.05 (m, 2H) , 2.62-2.45 (m, 2H) , 

2.28-2.18 (m, 2H) , .1.88-1.70 (m, 4H) , 1.25 (d, 6H, J = 
6.8 Hz); ESMS m/e: 403.2 (M + H)*. 

Example 114 

30 (3-{l- [4- (DIPHENYLAMINO) BENZYL] -4 -PXPERIDINYL} PHENYL) - 

2-METHYLPROPANAMXDEs Prepared by the procedure described 
in example 108, substituting 4- 

( diphenyl amino) benzaldehyde (0.139 g, 0.510 mmol) for 4- 
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chlorophenoxy) benzaldehyde . NMR (400 MHz, CDCI3) 5 

7,49 {s, IH) , 7.39-6.92 (m, 18H) , 3.49 (s, 2H) , 3.02- 
2.99 (m, 2H) , 2.59-2.43 (m, 2E) , 2.15-2.03 (m, 2H) , 
5 1.92-1.76 (m, 4H) , 1.23 (d, 6H, J = 6.8 Hz); ESMS m/ei 

504.2 (M + H)*, 

Example 115 

N- [3- {!-{ [4-BROMO-l- (4-CHLOROBENZyL) -lff-PYRAZOL-5- 
10 YL] METHYI.}-4-PIPERIDINyL) PHENYL] -2-MKTHYLPROPANAMIDE: 

Prepared by the procedure described in example 108, 
substituting 4-bromo-l- (4-chlorobenzyl) -lH-pyrazole-5- 
carbaldehyde (0.153 g, 0.510 mmol) for 4- (4- 
chlorophenoxy)benzaldehyde. NMR (400 MHz, CDCI3) 5 

15 7.41 (s, IH) , 7.36 (d, IH, i7 = 8.8 Hz), 7.34-7.30 {m, 

3H) , 7.29-7.26 (m, IH) , 7.22 (t, IH, i7 = 7.8 Hz), 7.16 
(d, 2H, J- = 8.6 Hz), 6.95 (d, IH, i7 = 7.5 Hz), 5.24 (s, 
2H), 3.61 (s, 2H) , 3.09 (d, 2H, i7 = 11.9 Hz), 2.55-2.42 
(m, 2H) , 2.19 (dt, 2H, J= 4.4, 11.4 Hz), 1.89-1.76 (m, 

20 4H) , 1.24 (d, 6H, J* = 6.7 Hz); ESMS m/e: 529.1 (M + H)*. 

1- (3- [{ (IR) -3-CHLORO-PHENYLPROPYL]03ar}PEENYZ.) ETHANONE: 
Azodicarboxylate (5.37 g, 0.0310 mol) was added to a 
solution of triphenylphosphine (8.09 g, 0.0308 mol), IS- 
3 -chloro-1 -phenyl -1-propanol (4.20 g, 0.031 mol) auid, 1- 
(3-hydroxyphenyl)ethanone in THE (150 mL) . The reaction 
mixture was stirred for 4* days at 23 ®C. The solvent was 
removed under reduced pressure and the residue was 
triturated with ether /hexane (1:2, (3 X 100 mL) • The 
combined organic fractions were concentrated in vacuo 
and the crude product was purified by chromatography 
using EtOAc/hexane (1:14) to give the desired product 
(6.55 g, 74%). ^H NMR (400 MHz, CDCI3) 5 7.48-7.31 (m, 



25 



30 
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6H) , 7.26 (t, 2U, J = 8.2 Hz) , 7.04 (d, IH, J = 8.1 
Hz), 5.44 (dd, IH, 4.4, 8.1 Hz), 3.83-3.74 (m, IH) , 

3.63-3.56 (m, IH) , 2.51 (s, 3H) , 2.51-2.45 (m, IH) , 
2.29-2.17 {m, IH) ; ESMS m/ei 289.0 (M + H)*. 

Exainple 116 

N' (3-{l- [ {3R) -3- {3-ACETYLPHENOXy) -3 -PHENYLPROPYL] -4- 
PIPERIDINYIi}PHBNYL) -2-METHYLPR0PANMa:DE: A mixture of 1- 
(3-{ [{IR) -3-chloro-l-phenylpropylloxy}phenyl)ethanone 
(58.5 mg, 0.200 tnmol), 2-methyl-W- [3- (4- 
piperidinyl) phenyl] propanamide (56 . 8 rag, 0 . 200 iranol) , 
Nal (34.0 rag, 0.200 mmol) and K2CO3 (55.5 mg, 0.400 
iranol) in DMF (1 raL) was stirred at 100 ^'C for 3 h. The 
solvent was removed under reduced pressure and the 
residue was purified by chromatography on silica using 5 
% of NH3 (2.0 M in methanol) in CH2CI2 to give the desired 
product (98 mg, 98%). .^H NMR (400 MHz, CDCI3) 8 8.01 (s, 
IH), 7.49-7.21 (m, IIH) , 7.09-7.03 (m, IH) , 6.96 (d, IH, 
J =: 7.9 Hz) , 5.32 (dd, IH, J = 5.0, 7.9 Hz) , 3.08-2.98 
(m, 2H), 2.57-2.43 (m, 6H) , 2.11-1.72 (m, 9H) , 1.25 (d, 
6H, iJ = 6.8 Hz); ESMS Jn/e: 499.4 (M + H)*. 

Procedures: 

Procedure A (see also example 48) 

If. (3-{l- [ (3R) -3- (3r4-DIMETHOXyPHENOXy) -3-PHENYIiPROPYLl - 
4-PIPERIDZNni}PHENYL) -2-METH3rLPROPAIIAHIDEs 




/ 
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Method A 

4-{ [(IH) -S-CHLORO-l-PHENYLPROPYL] 0XY}-1/2- 
DIMBTH03CYBENZENES A mixttire of 3 , 4-diinethoxyphenol (4.07 
5 g, 26.4 tnmol), (S) -{-) -3-chloro -phenyl -1-propanol (4.50 
g, 26.4 mmol, 99% ee, Aldrich Chemical Co.), 
triphenylphosphine (6.92 g, 26.4 mmol) and diethyl 
azodicarboxylate (4.59 g, 26,4 mmol) in THF (110 mL) was 
stirred at room temperature for 24 h. The reaction 

10 mixture was concentrated in vacuo. At this point, the 
residue can either be washed with pentane and the 
combined pentane extracts were concentrated and 
chromatographed with hexaneiKtOAc (8:1) as the eluent to 
give the desired product (as described as a general 

15 procedure by: Srebnik, M.; Ramachandran, P.V. ; Brown, 
H.C. J. Org. Chem. 1988, 53, 2916-2920). This procedure 
was perfonned on a smaller scale reaction and only a 40% 
yield of the product was realized . 

20 Alternatively, on a larger scale (26.4 mmol), the crude 
product was triturated with a small amount of 
dichloromethane and the precipitated triphenylphosphine 
oxide was filtered. The filtrate was concentrated and 
the crude product was chromatographed to give the 

25 desired product as a thick yellow oil (7.30 g, 88.9% 
yield): NMR (400 MHz, CDCI3) 6 7.39-7.32 (ra, 4H) , 7.20 
(m, IH), 6.64 (d, IH, J = 8.7 Hz), 6.51 (d, IH, J = 2.7 
Hz), 6.30 (dd, IH, J = 2.7, 8.7 Hz), 5.27 .(apparent dd, 
IH, J = 4.5, 8.7 Hz), 3.79 (s, .3H) , 3.77 (s, 3H) , 3.61 

30 (m, IH), 2.45 (m, 1 H) , 2.20 (m, IH) , 1.80 (s, IH) ; ESMS 

m/e: 307.1 (M + H)*- 
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2/- (3-{l. [ (3R) -3- (3,4- DIMETHOXyPHENOXY) -3- 

PHENYLPROPYL] -4-PIPERIDINYL}PHENYL) -2-METHYIiPROPAKAMIDE : 

A mixture of potassium carbonate (321 mg, 2.32 mmol) , 
sodium iodide (522 mg, 3.48 ramol) , 2 -methyl -J/- [3- (4- 
5 piperidinyl) phenyl] propanamide (570 mg, 2.32 mmol) and 
4-{ [(112) -3-chloro-l-phenylpropyl]oxy}-l,2- 
dimethoxybenzene (712 mg, 2.32 mmol) in DMP (5.00 toL) 
was stirred at 100 °C for 3 h, at which time TLC 
indicated that the reaction was complete. The reaction 

10 mixture was poured into water (50 roL) and the aqueous 
layer was extracted with methylene chloride (3 x 30 mL) . 
The combined organic extracts were washed with brine (30 
mL) , dried over MgS04 and concentrated under reduced 
pressure. The crude product was purified by Preparatory 

15 TLC [2.5% of NH3 (2.0 M in methanol) in CHCI3] to afford 
the product (970 mg, 90.1%) as a thick oil. 

Method B 

Into a 25-mL RB-flask was added triphenylphosphine (9.80 
20 mg, 0.0375 mmol), diethyl azodicarboxylate (5.22 mg, 
0.0300 mmol) , N- (3-{l- [ (3S) -3-hydroxy-3-phenylpropyll -4- 
piperidinyl }phenyl ) -2 -methylpropanamide (9.53 mg, 0 , 0250 
mmol), 3,4-dimethoxyphenol (7.70 mg, 0.0500 mmol) and 
THF (1.00 mL) at room temperature. The reaction mixture 
25 was stirred at room temperature overnight (16 h) . The 
solvent was removed under reduced pressure and the 
residue was purified by preparative TLC plates [2.5% of 
Ml2 (2.0 M in methanol) in CHCI3] to afford the desired 
product (4.40 mg, 34.1 % yield) as a thick oil: NMR 
30 (400 MHz, CDCI3) 6 7.46 (s, 1 H) , 7.40-7.30 (m, 4H) , 7.25 

(m, 3H), 6.97 (d, IH, J = 7,8 Hz), 6.64 (d, IH, J = 9.1 
Hz), 6.51 (d, IH, J = 2.6 Hz), 6.29 (d, IH, J = 2.6, 
9.1 Hz), 5.20 (apparent dd, IH, J = 4.4, 8.5 Hz), 3.80 
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(S, 3H), 3.77 (s, 3H), 3.23 {m, 2K) , 2.77 (m, 

2H), 2.5 (m, 2H), 2.3-2.1 (m, 6U) , 1.80 (m, 2H) , 1.25 
(d, 6H, J = 7.9 Hz); ESMS m/e: 517.4 (M + H)*. 

5 Procedure B (see also eacarople 49) 

2-METHYL-J/- (3-{l- [ (3S) -S-PHENOXY-S-PHENYLPROPYI.] -4- 
PIPERIDINYL}PHENYIi)PROPANAMIDE: A mixture of i^-(3-{l- 
[ (2R) -3-liydroxy-3-phenylpropyl] -4-'piperidinyl}phenyl) -2- 

10 methylpropanamide (9.53 mg, 0.0250 nrniol) , phenol (4.70 
mg, 0.050 mmol) , triphenylphosphine (9.80 mg, 0.0375 
mmol) and diethyl azodicarboxylate (5.22 mg, 0.0300 
mmol) in THP (1.00 mL) was stirred at room temperature 
for 3 days. Chromatography using silica preparative TLC 

15 plates [2.5% of NH3 (2.0 M in methanol) in CHCI3] gave 
the desired product (2.70 mg, 23.6 % yield) as a thick 
oil: NMR 5 7.46 (s, 2H) , 7.40-7.30 (m, 4H) , 7.25 (m, 
3H), 7.20 (m, 2H), 6.97 (apparent d, IH, J = 7.4 Hz), 
6.89 (apparent tt, IH, J = 0.8, 7.6 Hz), 6.84 (apparent 

20 dt, IH, J = 0.8, 8.0 Hz), 5.20 (apparent dd, IH, J - 
4.4, 8.5 Hz), 3.35 (m, 2H) , 2.91 (m, 2H) , 2.60 (m, 2H) , 
2.30-2.10 (m, 6H), 1.90 (m, 2H) , 1.25 (d, 6H, J = 7.9 
Hz); ESMS m/ez 457.4 (M + H)*; 

25 Procedure C 
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Scheme O 




l-(4-IIE!rHniPHENY]j)lH--OID0LEx A mixture of 1-H-indole 
(58.5 mg, 0.500 mmol) , l-iodo-4-methylbenzene (0.218 g, 
1,00 mmol) , copper powder (32.0 nig, 0.500 mmol) , and 
5 K2CO3 (0.138 g, 1.00 iranol) in l-methyl-2-pyrrolidinone 
(1.00 mL) was heated at 150 **C for 12 h under argon.* The 
resulting mixture was diluted with H2O (6 mL) . The 
aqueous layer was extracted with CH2CI2 (3 X 10 mL) . The 
combined organic extracts were washed with brine (10 

10 mL) , dried over MgS04/ and concentrated in vacuo. The 
residue was purif ied by ' preparative TLC using 
EtOAcihexane (1:4) to give the desired product (82.0 mg, 
79.0 %) : NMR (400 MHz, CDCI3) 6 7.67 (d, IH, J « 7.7 

Hz), 7.52 (d, IH, J = 7.4 Hz), 7.38 (d, 2H, J = 8.4 Hz), 

15 7.34-7.29 (m, 3H) , 7.21 (t, IH, J = 7.0 Hz), 7.15 (t, 

IH, J = 7.0 Hz), 6.66 (d, IH, J = 3.3 Hz), 2.43 (s, 3H) ; 
ESMS m/e: 208.0 (M + H)*. 

Procedure D (see also example 86) 

20 
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Scheme N 




H 

Example 




H 

Ri:=&CI. R2=H 

Rl=H,R2=4"-tolyl 



N- (3-{l- [(6-CHLORO-lH-Il!lDOL-3-yii)METHyii] -4- 
PIPERIDlKYIi}PHENYL) -2-METHyLPROPANAia A solution of 

5 2-methyl-J«r- [3- (4-piperidinyl) phenyl] propanamide (0 .369 
g, 1.50 ininol) and 37 wt % aqueous formaldehyde (30.0 
tng, 1-50 mmol) in 1.00 inL of HOAcidioxane (1:4) was 
added to 6 -chloro-l-H- indole (0.152 g, 1.00 mmol) and 
the * reaction mixture was stirred for 12 h at room 

10 temperature- The resulting mixture was diluted with H2O • 
(10 mL) . The aqueous layer was extracted with CH2CI2 (3 
X 100 mL) . The combined organic extracts were washed 
with brine (10 mL) , dried over MgS04, and concentrated in 
vacuo. The residue was purified by preparative TLC 

15 plates using 5% of NH3 (2-0 M in methanol) in CH2CI2 to 
give the desired product (79.0 mg, 42.0 %) : NMR (400 

MHz, CDCI3) 6 9.14 (s, IH), 8.04 (s, IH) , 7.52 (t, 2H, J 
= 8.1 Hz), 7.35 (d, 2H, J = 13.3 Hz), 7.18 (t, IH, J = 
7.9 Hz), 7.09 (dd, IH, J = 1.9, 8.5 Hz), 6.85 (d, IH, J 
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= 7.4 Hz), 5.18 (s, IH), 4.01 (s, 2H) , 2.55 
(septet, IH, J = 6.8 Hz), 2.48-2.34 (m, 3H) , 2.08-1,95 
(m, 4H), 1.78 (d, 2H, J = 12.8 Hz), 1,22 (d, 6E, J = 6.8 
Hz); ESMS m/e:. 410.1 (M + H)*. 

5 

Procedure E (see also exanple 90) 




n=2, Ri=H, R2=Ph, R3=H 
n=6. Ri=H. R2=H. R3=5-OM 
n=1.Ri=H.R2=Ph,R3=H 
n=4, Ri=H, R^=H, Ra^&OM 



10 N- (3-{l- [3- {l,2-DIPHEOTL-lH-INDOL-3-YL) PROPYL] -4- 

PIPERIDINYL}PHENYL)-2-*HETHVriJ»R0PAKAM^ A mixture of 

l^l-diphenylhydrazine hydrochloride (10.3 mg, 0.0470 
nunol) , 2-tnethyl-N- {3- [1- (5-oxo-"5-phenylpentyl) -4- 

piperidinyl] phenyl }propanamide (14 . 7 mg, 0 . 0362 tnmol) , 

15 ZnCl2 (14.8 mg, 0.109 mmol) , and HOAc (0.500 mL) was 
heated for 4 h at 80 **C. The resulting crude mixture was 
diluted with water (10 mL) , the aqueous layer was 
neutralized with saturated K2CO3 (10 mL) and extracted 
with CH2CI2 (3 X 20 mL) . The combined organic layers 

20 were concentrated in vacuo and the residue was purified 
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by preparative TLC plates using 5% of NH3 (2.0 M in 
methanol) in CH2CI2 to give the desired product JJ-(3-{l- 
[3- (1, 2-diphenyl-lH-indol-3-yl)propyl] -4- 
piperidinyl }phenyl ) -2-methylpropananiide (4.10 mg , 37.0 
5 %) : NMR (400 MHz, CDCI3) 6 7.71-7.65 (m, IH) , 7.42 (d, 

IH, J = 7.4 Hz), 7.39 (s, IH) , 7.36-7.15 (m, 15H) , 6.94 
(d, IH, J = 7.8 Hz), 3-12 (d, 2H, J = 11.2 Hz), 2.90 (t, 
2H, J = 7.8 Hz), 2.59-2.45 (m, 3H) , 2.19-1.91 (m, 7H) , 
1.82 (d, 2H, J = 13.5 Hz), 1,24 (d, 6H, J = 6.9 Hz) ; 
10 ESMS m/ei 555.3 (M + H)*. 



Procedure F (see also example 108) 

Scheme R 

NaBH(0Ac)3 

HN^ \ 1,2-dlchloroethane / — v 

^^^^^ * N — ^ VliNN HOAc. rt. overnight J V.-/\25Sm 

R2 

Example 
NaBH(OAc)3 

hi/ \ 1.2-cBchioroethane / — 

^ * V«/V^ HOAc. rt, overnight r^J VvV^ 

NH 



15 

(3-{l- [4- (4-Cm:.0R0PHEN0Z7)BENZYIi] -4- 
PIPERIDI]ma}PHENYL)-2-lSETHniPR0PAHAMIDE: A solution of 
4- {4-chlorophenoxy)benzaldehyde (0.119 g, 0.510 nimol) 
and 2 -methyl -j^T- [3- (4-piperidinyl) phenyl] propanamide 

20 (0.126 g, 0.510 mmol) in 1,2-dichloroethane (5.00 tnL) 
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was treated with sodium triacetoxyborohydride 
(0.424 g, 2.00 nmol) and HQAc (0.0300 mL, 0.500 mmol) at 
room teinperature. The mixture was stirred overnight at 
room temperature. The reaction mixture was neutralized 
5 with saturated NaHCOa aqueous solution (10 mL) and the 
aqueous layer was extracted with CH2CI2 (3 x 10 mL) . The 
combined organic layers were washed with brine, dried 
over MgS04, concentrated in vacuo and purified by 
preparative TLC plates using 5% of NH3 (2.0 M in 

10 methanol) in CH2CI2 to give the desired product (53.0 mg, 
23.0 %) : NMR (400 MHz, CDCI3) 6 7.50 (s, IH) , 7.34- 

7.19 (m, 7H), 6,98-6.87 (m, SH) , 3.50 (s, 2H) , 2.98 (d, 
2H, J = 11-8 Hz), 2.58-2.44 (m, 2H) , 2.10-1-98 (m, 2H) , 
1.83-1.76 (m, 4H), 1.24 (d, 6H, J = 6.8 Hz); ESMS m/e: 

15 463-2 (M + H)"^. 

Procedure G (see also exasiEple 116) 

Scheme F 



R-hatide; 

diisopropylethylamine 
orNa2C03; 



20 





, P BU4NI. or Kl; ^ ^Ki^ 

dioxane, toluene, '\_ 
/— orDMRheat ^^^^ )— 



(3-{l- [ (3R) -3- (3-ACKTYI.PHENOXY) -3-PHENYLPROPYLl -4- 
PIPERIDIirZL}PHENyL) -2-METHYLPROPANAMIDEs A mixture of 1- 
(3- { t ilR) -3-chloro-l-phenylpropyl] oxy } phenyl ) ethanone 
25 (58.5 mg, 0-200 mmol)/ 2 -methyl -if- [3- (4- 

piperidinyl) phenyl! propanamide (56.8 mg, 0.200 mmol), 
NaT (34.0 mg, 0.200 mmol) and K2CO3 (55,5 mg, 0.400 mmol) 
in DMF (1.00 mL) was stirred at 100 **C for 3 h. The 
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solvent was removed under reduced pressure and the. 
residue was purified by chromatography on silica using 5 
% of NH3 (2.0 M in methanol) in CH2CI2 to give the desired 
product (98.0 mg, 98.0 %) : NMR (400 MHz, CDGI3) 5 

5- 8.01 (s, IH), 7.49-7.21 (m, IIH) , 7.09-7.03 (m, IH) , 
6.96 (d, IH, J = 7.9 Hz), 5.32 (dd, IH, J = 5.0, 7.9 
Hz), 3.08-2.98 (m, 2H) , 2.57-2.43 (m, 6H) , 2.11-1.72 (m, 
9H), 1.25 (d, 6H, J = 6.8 Hz); ESMS m/e: 499.4 (M + H)*. 



Scheme S 




10 Procedure H 




2-HETHyi.-l/- (3-{l- [3- {l-MBTHyL-lH-lNDOL-3-YIi) PROPYL] -4- 
PIPERn)X]mi}PHEN7L)PROPAH2a£i:DE: A mixture of JJ-(3-{l-[4- 
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(1, 3-dioxolan-2-yl)butyl3 - 4-piperidinyl}phenyl) -2- 

raethylpropanamide (100 mg, 0.270 mmol ) , 1 -methyl - 1 - 
phenylhydrazine (106 mg, 0.870 mmol), ZnClz (119 mg, 
0.870 mmol), and HOAc (1.00 mL) was heated for 12 h at 
5 80 °C. The resulting crude mixture was diluted with 
water (20 mL) , the aqueous layer was neutralized with 
saturated K2CO3 solotion (10 mL) and extracted with CH2CI2 
(3 X 20 mL) . The combined orgamic layers were 
concentrated in vacuo and the residue was purified by 

10 preparative TLC using 3 % of NH3 (2.0 M in methanol) in 
CH2CI2 to give the desired product 2-methyl-N- (3-{l- [3- 
( 1 -methyl - IH- indol - 3 -yl ) propyl ] - 4 - 
piperidinyl}phenyl)propanamide (20.7 mg, 18.7 %) : 

NMR (400 MHz, CDCI3) 6 7.60 (d, IH, J =^ 8.1 Hz), 7.45 

15 (s, IH), 7.35 (d, IH, J = 7.4 Hz), 7.26-7.24 (m, 4H) , 

7.09 (t, IH, 7,3 Hz), 6.97 (d, IH, J = 7.3 Hz), 6.86 

(s, IH), 3.75 (s, .3H), 3.11 (d, 2H, J = 11,6 Hz), 2.79 
(t, 2H, J =r -7.3 Hz), 2.51-2-50 (m, 4H) , 2.12-1.81 (m, 
8H), 1.25 (d, 6H, J = 7.1 Hz); Anal. Calcd for 

20 C27H35N3O+O.225CHCI3: C, 73.57; H, 7.99; N, 9.45. Found: 

C, 73.93; H, 7.90; N, 9.23; ESMS m/e: 418.2 (M + H)*. 

Procedure I 

Scheme T 



H 

25 



B(OH)2 



Pd(PPh3)4, NajCOa, UCI. /"Ajf^ 



DME/H2O,90"C ^ S 
R 
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7 - { 2 - FIiTOROPHENYL) - IH- INDOLE : A mixture of 2 - 
f luorophenylboronic acid (83.4 rag, 0.600 inmol) , 7-bromo- 
IH- indole (98.0 mg, 0.500 nunol) , LiCl (42.0 mg, 1.00 
5 mmol), NaaCOa (2.0 M, 0*100 mL) , Pd{PPh3)4 (115 mg, 0.100 

mmol) and DME (2.00 mL) was heated at 75 **C for 12 h 
iinder Argon. The resulting crude mixture was diluted 
with water (40 mL) , the aqueous layer was extracted with 
CH2CI2 (3 X 20 mL) . The combined organic layers were 

10 washed with brine (30 mL) , dried over Na2S04/ filtered, 
and concentrated in vacuo. The residue was purified by 
preparative TLC using hexanerEtOAc (8:1) to give the 
des ired product 7 - ( 2 - f luorophenyl ) - IH- indole (108 mg , 
100 %) : NMR (400 MHz, CDCI3) 8.21 (br s, IH) , 7-71 

15 (dm, IH, J = 7.3), 7.55 (dt, IH, J = 7.3, 1*. 6 Hz), 7.39 

(m, 1 H) , 7.30-7.19 (m, 5H) , 6.62 (dd, IH, J = 2.1-3.3 
Hz); ESMS jn/e: 211.9 (M + H)*. 



Procedure J 

20 

Scheme U 



OH ^ 



'Xo * o ^^^^ a w 

^^-^n"^ NMP.ieo^c t 

R " 



^ NMP.ieo'C 
H R 
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5- (4-METHyiiPHENOXY) -IH- INDOLE: A mixture of S-bromo-llT- 
indole (98.0 mg, 0-500 ininol) , p-cresol (108 mg, 1.00 
5 nrmol)> Cu (32 ,0 mg, 0.500 ramol) , K2CO3 (138 rag, 1.00 mL) 
and I»4F (1.00 raL) was heated at 160 **C for 12 h. The 
resulting crude mixture was diluted with water (40 mL) , 
the aqueous layer was extracted with CH2C12 (3 X 20 mL) . 
The combined organic layers were washed with brine (30 
10 mL) , dried over Na2S04, filtered, and concentrated in 
vacuo. The residue was purified by preparative TLC 
using hexane:EtOAc (4;1) to give the desired product 5- 
(4 -methylphenoxy)-lH- indole (57.5 mg, 51.5 %) : ESMS m/e: 
224-0 (M + H)*. 

15 

Procedure K 
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Scheme AN 




N' (3-{l- 17- (2-FLTOROPHENYL) -7-OXOHEPTYLl -4- 

PIPERIDIlirL}PHENYIi)-2-METHYIJ>R0PANAUIDEs A 50-inL roiind- 
5 bottom flask was charged with a solution 

of 7-chloro-l-oxo-l (2-fluorpphenyl) heptane (2.42 g, 10.0 

mmol ) , 2 -methyl -N- [3 - ( 4 -piperidyl ) phenyl! propanamide 
(2.46 g, 10.0 mmol), K2CO3 (2.76 g, 20.0 mmol) and Nal 
(2.25 g/ 15.0 mmol) in DMF (25.0 mL) . The mlxtiire was 
10 stirred for 10 min at 25 "c and then heated at 100 for 

12 h, cooled to 25 *C and diluted with EtOAc (100 raL) . 

The reaction mixture was washed with water (4 X 50 mL) 

and the aqueous layer was extracted with EtOAc (100 mL) . 

The organic layers were washed with brine (50 mL) , dried 
15 over MgS04, concentrated in vacuo and the crude product 

was purified by chromatography (EtOAc :MeOH 97:3) to give 

the desired product (3.70 g, 82.0 %) . 

Procedure L 



I 
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5 lir-(3-{l- t7-(2-PL^JOROPHENyL)-7-Ira>ROXYHKPTYL]-4- 

PIPERIDINyL}PHENYL) - 2 -MKTHYLPROPANAMIDE : To a 50 -mL 

roimd-bottomed flask charged with J/- (3- {l- [7- (2- 
f luorophenyl) -7-oxoheptyl] -4-piperidinyl}phenyl) -2- 
methylpropanatnide (5.0 mmol) and methanol (20 mL) was 

10 added NaBH4 (7.5 mmol) at 0 in an ice-bath. The 

reaction mixture was warmed to 25 °C and stirred for 2 h. 
The reaction was monitored by TLC (EtOAcrMeOH 95:5) . If 
necessary, another 5 . 0 mmol of NaBH4 was added to the 
reaction mixture and the reaction mixture was refluxed 

15 for 1 h. The reaction was quenched with water (5.0 mL) 

and diluted with EtOAc (10 mL) . The organic layer was 
separated, washed with saturated NaHCOa solution (10 mL) , 
dried over MgS04 and concentrated in vacuo. The crude 
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product was purified by chromatography 
(EtOAcrMeOH 97:3) to give the desired product (90%). 

Procedure M 




Step 1: If reacted individually, a solution of the amine 
or aniline (1.00 eq) ^ diisopropylethylamine or TEA (2.00 
eg) and an electrophile (1.50 eq) in CH2CI2 was stirred 
io for 24 h at 23 ®C. The solvent was removed in vacuo and 
the crude product was chromatographed (silica) to give 
the final product. 




15 TfiRT-BUTYL 4 - { 3 - [ (4 - CHLOROBUTANOYL) AMINO] PHENYL} - 1 - 

PIPERIDINECARBOXYLATE (3.32 g, 87.4 %) was synthesized 
according to Scheme A and Procedure M: NMR (400 MHz, 
CDCI3) 6 7.55 (s, IH), 7.47 (s, IH) , 7.37 (m, IH) , 7,28 
(m, IH), 6.97 (d, IH, J = 7.6 Hz), 3.89 (t, IH, J = 6.4 
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Hz), 3.74 (m, 2H), 2.79- 2.75 (m, 4H) , 2.64 (m, 
2H), 1.88-1.77 (m, 4H), 1.60-1.59 (m, 4H) , 1.48 (s, 9H) . 




Step B: 



5 

TERT-BUTYL 4- [3- (2-OXO-l-PyRROLIDINyL) PHENYL] -1- 

PlPERIDINECARBOZYIiATB: To a solution of tert-butyl 4- [3- 
{ 2 -oxo - 1 -pyxrolidinyl ) phenyl ] - 1 -piperidinecarboxylate 
(0.429 g, 16.9 mmol) in dioxane (100 mL) was bubbled HCl 

10 gas for 1 h at 25 ''C. The resulting crude mixture was 
basif ied with 10% KOH solution (100 mL) , the aqueous 
layer was extracted with 3:1 CHCI3: iso-propyl alcohol (3 
X 150 mL) . The combined organic layers were washed with 
brine (100 mL) , dried over Na2S04/ filtered, and 

15 concentrated in vacuo. The residue was purified by 
preparative TLC using 20% NH3 (2.0 M in MeOH) in CH2CI2 
solution to give the desired product tert-butyl 4-[3-(2- 
0x0- 1-pyrrolidinyl) phenyl] -1 -piperidinecarboxylate (245 
mg, 78.7 %) : NMR (400 MHz, CDCI3) 5 7.52 (t, IH, J = 

20 1.8 Hz), 7.41 (ddd, IH, J = 8.1, 2.3, 0.9 Hz), 7.30 (t, 

IH, J = 7.9 Hz), 7.02 (d, IH, J = 7.9 Hz), 3.86 (t, 2H, 
J = 7.3 Hz), 3.21 (dt, 2H, J = 11.9, 2.9 Hz), 2.76 (dt, 
2H, J = 12.1, 2.4 Hz), 2.65 (tt, IH, J = 11.9, 3,5 Hz), 
2-61 (t, 2H, J = 8.3 Hz), 2.22 (br s, IH), 2.16 (qt, 2H, 

25 J = 7.5 Hz), 1.85 (d, 2H, J = 12.4 Hz), 1.67 {dq, 2H, J 

= 12.5, 4.0 Hz) . 
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TERT-BUTYL 4- (4 -AMXNOPHENYL) -l-PIPERIDINECARBOXYIiATE : 

5 Available from Arch Chemical Company, NJ, 

2-METHYL-N- [4 - (4 -PIPERIDINYL) PHENYL] PROPANAMIDE : To a 
solution of tert-butyl 4- (4-aminophenyl) -1- 

piperidinecarboxylate (8.20 g, 29.7 mmol) and 

10 triethylamine (8.4 mL, 60 mmol) in dry THF (100 mL) at 0 
**C was slowly added a solution of 2-methylpropanoyl 
chloride (3.84 g, 36.0 mmol) in THF (50 mL) . The 
reaction mixture was then warmed up to room temperature 
and stirred for 2 h. After removing the solvent in 

15 vacuo, the crude product was purified by 
recrystallization (hexane/THF) , affording the desired 
amide, tert-butyl 4- [4- (isobutyrylamino) phenyl] -1- 
piperidinecarboxylate, as a white solid (8.60 g, 84%) - 
The tert-butyl 4- [4- (isobutyrylamino) phenyl] -1- 

20 piperidinecarboxylate was dissolved in CH2CI2 (50 mL) at 
room temperature, TFA (13.68 g, 120 mmol, 5 equiv.) was 
added by syringe. The reaction mixture was stirred for 
3 or 4 h and another 5 equivalents of TFA was added and 
the mixture was stirred for 2 or 3 more hours. The 

25 reaction solution was then basified to pH > 14 by KOH 
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(aq, 2 M) . The solution was extracted with CH2CI2 
(8 X 200 mL) . The combined organic layer was dried over 
K2CO3. Removal of solvent under reduced pressure gave the 
free amine, 2 -methyl -i^- [4- (4- 

5 piperidinyl) phenyl] propanamide, as a brownish solid 
(5.99 g, 98%). NMR (400 MHz, CDCI3) 5 7.55-7.35 (ra, 

2H) , 7.35-6.9 (m, 3H) , 3.26-2.98 (m, 2H) , 2.84-2.64 (m, 
2H), 2.64-2.53 (m, IH) , 2.53-2.32 (m, IH) , 1.90-1.68 (m, 
2H), 1.68-1.36 (m, 3H), 1.22 (d, 6H, J = 6.0 Hz); ESMS 
10 m/e: 247.1 (M + H)*. 

[ 4 - ( 4 . PIPERIDINYL) PHENYL] PROPANAMIDE : Prepared by 

the procedvire for 2 -methyl -1^- [4- (4- 

piperidinyl ) phenyl] propanamide using ter t-butyl 4 - {4 - 

15 aminophenyl) -1-piperidinecarboxylate and propanoyl 
chloride: ESMS m/e: 233.1 (M + H)*. 

If. [4. (4-PlPERXDINYL) PHENYL] BUTANAMIDE: 
procedure for 
20 piperidinyl ) phenyl] propanamide using 
aminophenyl) -1-piperidinecarboxylate 
chloride: ESMS m/e: 247.2 (M + H)*. 



Prepared by the 
2-methyl-W. [4-(4- 
tert-butyl 4-(4- 
cuid butcuioyl 



25 [3 - (4-PIPERIDINYL) PHENYL] CYCLOPROPANECARBOXAMIDE : 

Prepared by the procedure for 2-raethyl-JJ- [4- {4- 
piperidinyl)phenyl]propanamide using ter t-butyl 4-(3- 
aminophenyl) -1-piperidinecarboxylate and 
cyclopropanecarbonyl chloride: Anal. Calcd for 
30 C15H20N2O+O.I5CH2CI2: C, 70.8; H, 7,87; N, 10.9. found: C, 

70.9; H, 7.68; N, 11.1; ESMS m/e: 245.0 (M + H)*. 
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jy-[3-(4-PIPERIDINyL)PHENYi:ilPROPANAMIDE: Prepared by the 

procedure for 2-methyl-2^- (4- (4- 

piperidinyl) phenyl] propanamide using tert-butyl 4- (3- 

aminophenyl) -1-piperidinecarboxylate and propanoyl 

chloride: Anal. Calcd for C14H20N2O: C, 72,2; H, 8.63; N, 

12.1. fotmd: C, 72.4; H, 8.68; N, 12.1; ESMS m/ex 
233.1, 



10 



Procedure N 



Scheme AV 



N 




PS-TBD resin 



. benzyl bromide 
R2 or benzyl Iodide ^"^CN 

RT, 16 h 




R2 



The library was constructed in polypropylene Robbins 46 
15 well plates Reactor Blocks. In the initial incubation 
period, each well was charged with PS-TBD resin (from 
Argonaut Technologies, 0.280 mmol, 2.50 eq, 200 mg) and 
piperidine (0.120 mmpl, 1.10 eq) in acetonitrile (0.500 
mL) cuid agitated for 1 h. A solution of benzyl iodide 
20 or bromide (0.110 mmol, 1.00 eq) in acetonitrile (0.500 
mL) was added to each well followed by additional 
acetonitrile (1.00 mL) to make a total volume of 2.00 mL 
and the mixture was rotated in a Robbins rotating oven 
at room temperature for 16 h. Then AP-Isocyanate resin 
25 (Argonaut Technologies, 250 mg, 0.430 mmol, 4.00 eq) was 

added to each well and reacted further at room 
temperature for another 12 h. The mixture was filtered 
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cOid the filtrate was concentrated in vacuo to 
obtain the desired product that was characterized via 
" LC-MS. 

5 Procedure O 

Alkylation of Piperidines Using Alcohols and PS-TSCl 
Resin in Robbins 48 well ''Reactor Blocks'' 

Scheme W 

(p^-so^a R-QH^ (p)-so3R 



The library was constructed in polypropylene Robbins 
^Reactor Bloclcs*, 46 well plates. PS-TSCl resin (100 
mg, 1.00 eq, purchased from Argonaut Technologies) was 

15 placed in each well of the ^Reactor Blocks" 46 well 
plates. To each well was added an alcohol (1.50 ininol) 
in 3.00 mil of CH2CI2 and pyridine (1:1). The mixture was 
stirred for 5 h. and the resin was washed with CH2CI2 (3 x 
4mL) , DMF (5 X 4.0 mL), DMF/HjO (3:1, 5 x 4.0 mL) , THF (3 

20 X 4.0 mL) , CH2CI2 (3 x 4.0 xtiL) , acetonitrile (2 x 4.0 mL) 

and dried under reduced pressure. A solution of an 
amine (0.0750 mmol, 0.500 eq) and N,N-diisopropylethyl 
amine (19.0 mg, 0.150 mmol, 1.00 eq) in acetonitrile 
(3.00 mL) was added to the well containing the 

25 derivatized resin and the mixture was reacted at 70 °C 
for 16 h. Finally, AP-Isocyanate resin (120 mg, 0.150 
mmol, 1.00 eq) and THF (2.00 mL) was added to the 
reaction vessel and reacted at room temperature for 
another 3 h. The solution was filtered into the Robbins 

30 receiving plates and concentrated in vacuo to give the 
desired tertiary amine, which was analyzed via LC-MS. 
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Procedure P 



. Scheme AB 




N-{3- [1- (3-{ [(4-FI.nORQANXIiIHO) CARBOMyii] AMINO} PROPYL) -4- 
PIPERIDINYL] phenyl} - 2 -METHYLPROPANAMIDE: A solution of 
{3- [1- (3-aminoprqpyl) -4-piperidinyl]phenyl}-2- 

10 methylpropanamide (26.4 mg, 0.0870 mol) , l-fluoro-4- 
isocyanatobenzene (11.9 mg, 0.0870 ramol) , in THP (1.00 
roll) was stirred for 12 h at 25 °C. The resulting crude 
mixture was diluted with water (10 mL) , the aqueous 
layer was extracted with CH2CI2 (3 X 20 mL) . The 

15 combined organic layers were concentrated in vacuo and 
the residue was purified by preparative TLC using 2.5 % 
of NH3 (2.0 M in methanol) in CH2CI2 to give the desired 
product {3- [1- (3- { [ (4-f luoroanilino) carbonyl] amino} 

propyl) -4-piperidinyl] phenyl} --2 -methylpropanamide (4 . 18 

20 mg, 10.9 %) : NMR (400 MHz, CDCI3) 7.45 (q, 2K, J = 

4.7 Hz), 7.23-7.21 (m, 4H) , 7.05 (t, 4H, J = 7.8 Hz), 
6.75 (m, IH), 4.05 (m, IH) , 3.19 (s, IH) , 2.71 (m, IH) , 
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' 2.53 (m, IH), 2.26-2.21 (m, 3H) , 1.80-1.60 (m, 

9H) , 1.25 (d, 6H, J = 6.4 Hz); ESMS m/e: 439.4 (M + H)^, 



Procedure Qi 

5 

Scheme AT 

If reacted individually, a solution of the amine (1.0 
10 eq) , an electrophile (1.5 eq) , diisopropylethylamine 
(2.0 eq) in GHzCl:^ was stirred for 1 day. The solvent 
was removed in vacuo and the crude product was 
chromatographed to give the final product. 




2-METHn.-N-{3- [1- (3-{ [ (4- 

METHlOiPHSNYIi) SUIiFONYL] AMINO}PROPYL) -4-PXPERIDIN7L] 
PHENYn}pROPANAMXDB: A solution of 4- 

2 0 methylbenzenesulf onyl chloride (16.6 mg, 0.0870 iranol ) , 
N-{3- tl- (3-aminopropyl) -4-piperidinyl] phenyl} -2- 
methylpropanamide (26.4 mg, 0.0870 ramol) , TEA (10.0 mg, 
0.174 mmol) in THF (1.00 mL) was stirred for 12 h at 25 
**C- The resulting crude mixture was diluted with water 

25 (20 mL) , the aqueous layer was extracted with CH2CI2 (2 X 

20 mL) . The combined organic layers were concentrated 
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in vacuo and the residue was pxirified by- 

preparative TLC using 2.5 % of NH3 (2.0 M in methanol) in 
CH2CI2 to give the desired product 2-methyl-Jff-{3- [1- (3- 
{ [ (4-methylphenyl) sulf onyl] amino} propyl) -4 - 

5 piperidinyl] phenyl }propanainide (17.3 mg, 43.6 %) : NMR 
(400 MHz, CDCI3) 5 8.19 (s, IH) , 7.53 (s, IH) , 7.41 (s, 
IH), 7.32-7-21 (m, 4H), 7.16 (s, IH) , 6.97 (d, IH, J = 
7.9 Hz), 3.44 (t, 2H, J = 6.3 Hz), 3.15 (d, 2H, J = 9.8 
Hz), 2.62-2.45 (m, 4H) , 2.15 (m, 3H) , 2.05 (s, 3H) , 
10 1.95-1.71 (m, 5H), 1.26 (d, 6H, J = 6-6 Hz); ESMS m/e: 

458.2 (M + H)*. 

Procedure Q3 

The Capture Emd Release Method for the Synthesis and 
15 Purification of the Piperidine Library 

The commercially obtained Amberlyst 15 exchange resin 
(Aldrich) was activated using the following procedure; 
1. The resin was shaken in methanol for 24 hr. 
20 2- The resin was filtered and washed with methanol on a 
fritted funnel. 

3. The resin was neutralized with 2N NH3 in MeOH (pH 
checked) - shaken for 1 hr. 

4. The neutralized resin was acidified with 3M HCl in 
25 MeOH (pH checked) - shaken for 1 hr. 

5- The resin was captured on a fritted funnel and washed 
with MeOH. 

6. The resin was dried in vacuo and stored.* 

30 Synthesis (Acylation o£ the Amines) : 

The library was constructed in polypropylene Robbins 
^Reactor * Blocks'^ , 46 well plates. In each plate an 
array of 5 eu&ines (0.10 mmol) and 8 electrophiles (acid 
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Chlorides, siilfonyl chlorides, 1.5 eq.) in the 

presence of triethylamine (2^0 eq) in THF/DCM 3:1 (2.0 
mL) were reacted overnight to give 40 confounds /plate. 
The reactions were rigorously monitored via TLC to the 
5 depletion o£ the starting amine due to the ensuing 

purification methodology via the acidic Amherlyst 15 
resin. Following the disappearance of the starting 
amine, the desired products were captured and t h e n 
released using the process outlined below. 

10 

Purification of the Piperidine Products: Activated 
Amberlyst 15 ion-exchange resin (□•90 g, Aldrich) was 
added to each well, and the plates were rotated for 2 
hours in a Robbins rotating oven tp capture the desired 

15 final product from the reaction mixture. The solvent was 
filtered and the resin was washed with CH3OH and CH2CI2 
(x 3) alternately with each of the solvents (for 10 
minutes each time) . After the last filtration, 2 N 
ammonia in methanol was added to the resin (2 mL to each 

20 well) and the reaction blocks were rotated for 2 hours 
to release the desired compounds from the resin. The 
final compounds were filtered into Robbins' ^Receiving 
Blocks", the solvent was removed suid the compounds were 
analyzed via LC-MS. 

25 



Procedure R 
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Scheme Z 



X TEA.THF V 



n = 1-4 

X=^F,a Br, I 



n = 1-4 



[ (3 -CBLOROPROPYDSULFANYIi] BENZENE: A mixture o£ 
benzenethiol (0.550 g, 5.00 inmol) ^ l-bromo-3- 
chloropropane (106 mg, 5.50 ininol) , TEA (1.01 g, 10.0 
5 mmol) and THF (10.0 mL) was stirred for 12 h at 25 **C. 
The resulting crude mixture was diluted with water (40 
mL) , the aqueous layer was extracted with CH2CI2 (3 X 30 
raL) . The combined organic layers were concentrated in 
vacuo and the residue was purified by preparative TLC 
10 using hexanerEtOAc (10:1) to give the desired product 

[ (3 -chloropropyl) sulfanyl] benzene (1.05 g, 100 %) . 



Scheme AA 



X 



X 



/n-CPBA. CH2CI2 V-v^ 
•^S-^CI 4h.RT 

X = F.CI,Br,l 
Procedure S 



15 3 -CHLOROPROPYL 4-FLnOROPHENYL SULFOXIDE: A solution of 

3 -chloropropyl 4-f luorophenyl sulfide (77.5 mg, 0.380 
mmol) in CH2CI2 (2.00 mL) was cooled to 0 **C. To this 
solution m-CPBA (78.7 mg, 0.460 mmol) was added. The 
reaction mixture was stirxed at 0 for 30 min, then at 
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23 for 4 h. The resulting crude mixture 

was diluted with 10% aqueous NaaSOj (10 mL) , the aqueous 
layer was extracted with CH2CI2 (2 X 15 mL) . The combined 
orgauiic layers were washed with brine (10 mL) , dried 
5 over Na2S04, filtered, and concentrated in vacuo. The 
residue was purified by preparative TLC using 2.5 % of 
NH3 (2.0 M in methanol) in CH2CI2 to give the desired 
product 3 -chloropropyl 4-f luorophenyl sulfoxide (47 . 8 
mg, 57.0 %) . 

10 

Procedure T 



Scheme AD 




X/. (3-{l- [4- (3, 4-DIMETHyLPHKNYL) -4-OXOBUTyLl -4- 
PIPERIDINYL}PHENYL) -N, 2 -DIMBTHYLPROPANAMIDE : A mixture 
of (3-"{l- [4- (3,4-dimethylphenyl) -4-oxobutyl] -4- 

20 piperidinyl } phenyl) -2 -methylpropanamide (15.0 mg, 0.0357 
mmol), Mel (5.07 mg, 0.0357 ramol) , NaOtBu (6.86 mg, 
0.0714 ramol) and THF (1.00 mL) was stirred for 5 h at 25 
•"C. The resulting crude mixture was diluted with water 
(10 mL) , the aqueous layer was extracted with CH2CI2 (3 X 

25 20 mL) . The combined organic layers were concentrated 
in vacuo and the residue was purified by preparative TLC 
using 4.0 % of NH3 (2.0 M in methanol) in CH2CI2 to 
afford the desired product N- (3-{l- [4- (3,4- 
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dimethylphenyl ) -4 - oxobutyl] - 4 - 

piperidinyl }phenyl) -N, 2-dimethylpropanamide {13 . 8 mg, 
89.1 %) : NMR (400 MHz, CDCI3) 7.76 (s, IH) , 7,72 

(dd^ IH, J = 1.8, 7.7 H2S), 7.33 (t, IH, J = 8,8 Hz), 7.22 
5 (d, IH, J = 7.8 Hz), 7.18 (d, IH, J = 8.8 Hz), 7.01 (in, 

2H), 3.24 (s, 3H), 3.10 (d, IH, J = 10.6 Hz), 3.00 (t, 
IH, J = 7.6 Hz), 2.49-2.44 (m, 4H) , 2.33 {s, 6H) , 
2.112.10 (m, 2H), 1.99 (in, IH) , 1.79-1.77 (m, 4H) , 1.26 
(t, 2H, J = 7.6 Hz), 1.02 (d, 6H, J = 7.6 Hz); ESMS m/e: 
10 435.2 (M + H)*. 



Procedure t7 



Schema AK 



X = F.CI. Br. I 



n=1-4 



NaH,DMF 



95X.12h 



n«1-4 



15 



NaH, DMF.950C 



1- [3- (3-*CHIiOROPROPOXY) PHENYL] ETHANONE: To a suspension 
of NaH (50.5 Ttig, 2.00 mmol) in DMF (1.00 mL) was added 1- 
(3-hydroxyphenyl)ethanone (136 mg, 1.00 mmol) at 0 ^'C. 

20 The reaction mixture was stirred at room temperature for 
1 h. To this mixture was added a solution of l-bromo-3" 
chloropropane (188 rag, 1.20 mmol) in DMF (0.500 mL) . The 
reaction mixture was stirred at room temperature for 5 
h. The resulting crude mixture was diluted with water 

25 (20 mL) , the aqueous layer was extracted with CH2CI2 (3 x 
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20 mL) . The combined organic layers were washed 
with brine (20 mL) , dried over Na2S04# filtered, and 
concentrated in vacuo. The residue was purified by 
preparative TLC using hexaneiEtOAc (4:1) to afford the 
5 desired product 1 - [3 - ( 3 - chloropropoxy) phenyl! ethanone 
(235 mg, 55.2 %) : NMR (400 MHz, CDCI3) 5 7.7 (d, IH, 

J = 6.6 Hz), 7.52(s, IH) , 7.25 (t, IH, J = 6.6 Hz), 7.01 
(m, IH), 4.11 (t, 2H, J =. 7.9 Hz), 3.69 (t, 2H, J = 7.9 
Hz), 2.61 (s, 3H) , 1.95-1.92 (m, 2H) . 

10 

Procedure V 



Scheme AE 




BOC 



1-1(2,2 -DMETHYLPROPANOYI.) OXYl -4-(4,4,5^5 -TBTRAMBTHYL- 
1, 3 , 2-DIOXABOROI1AN-2-TL) -1,2,3 , 6-TETRAHYDROPYRIDINEs 

15 To a 50-mL RB-flask, charged with bis (pinacolato) diboron 
(422 itig; -1.66 nnnol), KOAc (444 mg, 4.53 mmol) and 
PdCladppf (37.0 mg, 3.00 mol%) , dppf (25.0 mg, 3.00 
mol%) , was added a solution of l-[(2,2- 
dimet hylpropanoyl ) oxy] -1,2,3,6- tetrahydro- 4 -pyridinyl 

20 trifluoromethanesulfonate (500 mg, 1.51 romol) in 1,4- 
dioxane (10.0 mL) at room temperature under- argon. The 
mixture was heated at 80 overnight* After cooled to 
room teirqperature, the mixture was filtered through 
celite and the celite was washed with EtOAc (3 x 20 mL) . 

25 The filtrates were concentrated in vacuo. The resulting 
- residue was dissolved in EtOAc and washed with H2O and 
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brine, dried over MgS04, filtered and concentrated 
in vacuo. The crude material was purified by flash 
chromatography (1:9 EtOAc : hexane ) to give 1 - [ ( 2 , 2 - 
dimet hylpropanoyl ) oxy] - 4 - ( 4 , 4 , 5 , 5 - 1 et rame thyl -1,3,2- 
5 dioxaborolan-2-yl)-l,2,3,6-tetrahydropyridine (355 mg, 
76.0 %) • 

Procedure W 

Scheme AF 




10 

TERT-BXnmi 4- [5- (ISOBUTYRYLAMXNO) -2-METHYIiPHENyL] -3,6- 
DIEYDRO-l(2H)-PYRIDtNBCARBOXXLATE: To a 50-mL RB flask 
containing 1- [ (2%2-dimethylpropanoyl) oxy] -4- (4,4,5,5- 
tetramethyl-l,3,2-dioxaborolan-2-yl) -1,2,3,6- 

15 tetrahydrqpyridine (500 mg, 1-62 mmol) , K2CO3 (670 mg, 
4.86 mmol) and PdCladppf (155 mg) was added -a solution of 
N- (3-bromo-4-methylphenyl) -2-methylpropanamide (415mg, 
1.62 mmol) in DMF (10.0 mL) at room temperature under 
argon. The mixture was heated to 80 °C under argon 

20 overnight. After cooled to room temperature, the 

mixture was filtered through celite and the celite was 
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washed with EtOAc (3 x 20 mL) . The filtrates were 
washed with H2O (20 mL) , brine (20 mL) , dried over MgS04, 
filtered and concentrated in vacuo. The crude material 
was purified flash chromatography (20% EtOAc/ hexane) to 
5 give tert-butyl 4- [5- (isobutyrylatnino) -2-methylphenyl] - 
3,6-dihydro-l(2H) -pyridinecarboxylate (360 mg, 62.0 %) . 



Scheme AG 




BOC BOC 



Procedure X 

10 TERT'BJJTTL 4- [5- (ISOBUTYRYLAMINO) -2-METHYLPHENYL] -1- 

PIPERIDXNECAXmOZyiaATE: A solution of tert -butyl 4- [5- 
(isobutyrylamino) -2-methylphenyl] -3, 6-dihydro-l (2H) - 
pyridinecarboxylate (335 mg, 0.93 inmol) and 10% Pd/C 
(35.0 nig) in EtOH (20.0 mL) was hydrogenated at room 

15 temperature overnight using the hydrogen balloon method. 

The reaction mixture was filtered through celite and 
washed with ethaoiol (3 x 10 mL) . The combined extracts 
were concentrated in vacuo to afford tert-butyl 4- [5- 
(isobutyrylamino) -2-methylphenyl] -I-- 

20 piperidinecarboxylate (335 mg, 100 %) . 



Procedure Y 
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Scheme AH 




2-METHYIi-N- [4-MKTHyL-3- (4-PIPERIDINyL) PHENYIt] 
PROPANAMIDE: Into a solution of tert-butyl 4- [5- 
(isobutyryl amino) -2-methylphenyl] -1- 

-5 piperidinecarboxylate (335 mg, 0.930 mmol) in CH2CI2 
(10.0 inL) was added TFA (10.0 mL) at room temperature. 
The reaction mixture was stirred for 2 h and 
concentrated in vacuo. The residue was dissolved in 20 
mL of CHCla/i-PrOH (3:1) and was basified with 5% KOH 

10 solution (10 mL) . The aqueous layer was extracted with 
CHCla/i-PrOH (3:1, 3 x 10 mL) . The combined organic 
extracts were washed with brine, dried over MgS04# 
filtered and concentrated in vacuo to give 2 -methyl -N- 
[4-methyl-3- (4-piperidinyl) phenyl] propanamide (190 mg, 

15 78.0 %) . 



Procedure Z 




Scheme Ai 



Nal. K2CQ3. DMF, 
95 X, ovemighl 

R3 \w/ 



X=C.N 



o=< 

R2 
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{3-{l- I4^4-BIS{4-PLUOROPHENYI.)BUTYL] -4-PIPER1DINYL}-4- 
UETHYZiPBENyii}-2-HETHyZiPROFia32^ia^ A solution of 2- 

methyl-N- [4-methyl-3- (4-piperidinyl) phenyl] propanamide 
5 (49.0 mg, 0.190 mmol) , 1- [4-chloro-l- (4- 

fluorophenyl) butyl] -4-f luorobenzene (58 .0 tng, 0 .210 
mmol) , Nal (42.0 mg, 0.280 mmol) and K2CQ3 (52.0 mg, 
0.380 mmol) in MP (10.0 mL) was heated at 95 
overnight. The mixture was diluted with water (20 mL) 

10 and the ac[ueous layer was extracted with EtOAc (3 x 20 
mL) . The combined organic layers were washed with 
brine, dried over MgS04 and concentrated in vacuo. The 
crude product was purified by flash chromatography [5% 
NH3 (2.0 M in MeOH) in CH2CI2] to afford (3-{l- [4,4- 

15 bis{4-fluorophenyl)butyll "4-piperidinyl}-4- 

methy Iphenyl ) - 2 -me thylpropanamide (37.0 mg, 38.0 %). 

Procedure AA 
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Scheme AJ 




J7« (3-{l- [4- (3, 4-DIFI.UOROPHENOXY) BENZYL] -4-PIPERIDINYL}- 
4-METHYIjPHENYL) -a-METHYLPROPANAMIDEr To a solution of 



5 4- (3,4-Difluorophenoxy)benzaldehyde (41.0 rag, 0.170 
mmol) and 2-Tnethyl-N- [4-methyl-3- (4- 

piperidinyl) phenyl] propanamide (45.0 tng, 0.170 mmol) in 
a,2-dichloroethane (5.00 mL) was added sodium 
triacetoxyborohydride (110 mg, 0.520 mmol) and AcOH 

10 (10.0 pL, 0.170 mmol) at room temperature. The mixture 

was stirred overnight. The reaction mixture was 
quenched by saturated NaHCOs solution (10 mL) and 
extracted with CH2CI2 {3 x 10 mL) . The combined organic 
layers were washed with brine, dried over MgS04, 

15 concentrated in vacuo. The crude product was purified 
by preparative TLC using 5% NH3 {2.0 M in MeOH) in C3I2C12 
to give the desired product (3-{l- [4- (3, 4- 

difluorophenoxy) benzyl] -4-piperidinyl}-4-methylphenyl) - 
2-methylpropeuiamide (44.0 mg, 54.0 %) . 

20 

Procedure AC 
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Scheme AT: Synthesis of Amides using PS- 

Carbodiimide Resin 




5 A mixture of a carboxylic acid (0.0800 mmol) emd PS- 
Carbodiimide Resin (2.00 eq, 80.0 ti^, 1.34 mmol/g) in 
DCMiDMF (10:1, 3.00. mL) was shaken for 30 min. To the 
reaction mixture was added amine (0.0540 mmol) and the 
resulting mixture was shaken for 12 h at room 
10 temperature. The reaction mixture was filtered and the 
resin was washed with CH2CI2 - The coiiibined organic 
extracts were concentrated to a small volume, applied to 
a preparative TLC plate and eluted with 6 % NH3 (2.0 M in 
MeOH) in CH2C12 to give the desired product. . 

15 

Procedure AD 
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bronriQpropytamine.HBr 
+ (B0C)2O + base 



A 



R2 



BOC-NH 



I H 



TFA, CHzOz 




TERr-BUTYIi (3 -BROMOPROPYL) CARBAMATE: Prepared from 3- 
bromopropylamine hydrobrocaide and BOC2O in the presence 
of base in CH2CI2: • NMR (300 MHz) 5 5.07 (br^ 1 H) , 
3.31 (t, 2 H, J = 6,6 Hz), 3.12 (apparent br q, 2 H, J = 
6.0 Hz), 1.92 (p, 2 H, J = 6.6 Hz), 1.30 (s, 9H) . 




10 Step 1. To a solution of piperidine (19.3 mmol) in 

dioxane (20.0 tnL) was ( tert-butoxycarbonyl) -3 - 

bromopropylamine (21.2 nmiol) and potassium carbonate 
(38.7 mmol) at room temperature and the mixture was 
heated at reflux temperature for 24 h. The reaction 

15 mixture was cooled to room temperature, concentrated in 
vacuo and partitioned between CHCI3 (40 mL) and water (5 
mL) - The organic layer was^ washed with brine, dried 
over sodium sulfate, filtered and concentrated in vacuo. 
The crude product was purified by column chromatography 

20 (ethyl acetate: methanol 9:1) to yield the required 

product tert-butyl 3- {4- [3- (acetylamino) phenyl] -1- 
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piperidinyl}propylcarbamate as a colorless oil: ESMS 
m/e: 376.2 [M+H]*. 

Step 2. HCl gas was bubbled into a solution of the boc- 
5 protected amine (12-1 mmol) in dioxane (5.00 mL) for 10- 
20 minutes at 0-5 ^'C. The resulting solution was stirred 
at 0-5 for 1 h, concentrated, neutralized with 10 % 
KOH solution (10 mL) and extracted into CH2CI2 (25 mL) . 
The organic extract was washed with brine, dried over 
10 sodium sulfate and concentrated in vacuo. The crude 
product was chromatographed to give the desired product 
JNr«{3- [1- (3-aminopropyl) - 4 -piperidinyl] phenyl }acet amides 
ESMS m/e: 276.1 [M+H]*- 

15 Procedure AS 



Scheme Y 




Step 1: A mixture of piperidine (1,00 eq, 0.0226 mmol), 
20 (bromoalkyl)phthalimide (1.50 eq, 0.0338 mmol), BU4NI 

(200 mg) and diisopropylethylamine (5.00 eq, 0.113 mmol) 
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in dioxane (200 inL) was heated at 99 °C for 24 h. 
The reaction was followed by TLC analysis (95:5 
CH2CI2 : methanol) . If necessary additional 0.0113 iranol of 
the appropriate bromoal3cylphthaliinides was added to each 
5 reaction mixture and the heating was continued for 
additional 48 h. The reaction mixture was cooled to 
room temperature, the ammonium salts were . filtered out 
and the solvent was removed under reduced pressure. The 
crude product was chromatographed to give the desired 
10 product . 




ESMS m/e: 476.4 
[M+H]" 
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Step 2: Deprotection of the resulting phthalimides 
was conducted by heating a solution of phthaliamide- 
protected amines with excess hydrazine hydrate (10 eq) 
in ethanol (0.5-1.0 M) at 90 ^'C for 4 h. The reaction 
5 mixture was monitored by TLC to completion. Upon- the 
reaction was completed, the mixture was cooled to room 
temperature, the insoluble by-products were filtered out 
•through celite and the solvent was removed in vacuo. 
The crude product was chromatographed (dichloromethane- 
10 raethanol-isoprpylamine) to give the desired products. 




ESMS m/e: 290.2 [M+H] * ESMS m/e: 304.1 [M+H]* 




ESMS m/e: 318.2 [M+H] ^ ESMS m/e: 332.2 [M+H]* 




ESMS m/e: 346.3 [M+H] * 
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Procedure AF 




Scheme H 

5 




n = 0-4 

(4A) -4- (3,4-DIFLirOROPHENin;i) -N- (3-{4- [3- 



(ISOBDTYRYLaMINO) PHENYIi] -1-PIPERIDINYL}PR0PYL) -2 -OXO- 
l,3-OXAZOLXDINE-3-CARBOXAMIDE was synthesized according 

10 to Scheme H and Procedure AF: To a solution of (4jR) -4- 

(3, 4-dif luorophenyl) -1, 3-oxazolidin-2-one (this compound 
and cuialogs were prepared according to J". Afed. Chein 
2000, 43, 2775) (0.300 TOol, 60.0 mg) in THE (5.00 mL) 
was added LDA (2.0 M in THP, 0.390 mraol, 0.200 mL) at - 

15 78 **C under argon. After 30 rain at -78 to the 

mixture was added a solution of 4-nitrophenyl 
chloroformate (0.330 mmol, 51.2 mg) in THP (0.500 mL) at 
-78 **C. After stirring for 30 min at -78 the reaction 
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mixture was diluted with a saturated NaiCOa solution 
(5.0 mL) and the aqueous layer was extracted with CH2CI2 
(3 X 10 mL) . The combined organic layers were washed 
with brine (10 mL) , dried over Na2S04 and concentrated in 
5 vacuo. The residue was purified by preparative TLC 
plates (10:1 hexane: ethyl acetate) to afford 4- 
nitrophenyl (4J?) -4- (3, 4-dif luorophenyl) -2-oxo-l, 3- 

oxazolidine-3-carboxylate (51.5 mg, 54.0 %) . 

4-Nitrophenyl (41?) -4- (3 , 4-dif luorophenyl) -2-oxo- 

10 l,3-oxazolidine-3-carboxylate (169 mg, 0.465 mmol) , N- 

{3- [1- (3-aminopropyl) -4-piperidinyl]pheny2}-2- 
methylpropanamide (14l mg, 0.465 tnmol) , K2CO3 (0.193 g, 
1,39 mmol) , CH2CI2 (10 mL) , and methanol (0.1 mL) were 
combined in a flask. The mixture was stirred overnight 

15 at room temperature, the solvent was removed in vacuo, 
and the residue was. purified by chromatography [2.5% of 
NH3 (2.0 M in methanol) in CH2CI2I to afford the desired 
product (26.1 mg, 10.6 %) : NMR (400 MHz, CDCI3) 6 

8.08 (t, IH, J = 5.5 Hz), 7.45 (S, 2H) , 7.38 (d, IH, J = 

20 8.6 Hz), 7.24-7.12 (m, 3H) , 7.06 (m, IH) , 6.97 (d, IH, J 

= 8.6 Hz), 5.40 (dd, IH, J = 3.9-8,8 Hz), 4,71 (t, IH, J 
= 8.8 Hz), 4.23 (dd, IH, J = 4.4, 9.1 Hz), 3.32 (qt, 2H, 
J = 6.1 Hz), 2.99 (d, 2H, J = 11.0 Hz), 2.49 (qt, 2H, J 
= 7.0 Hz), 2.41(t, 2H, J = 7.0 Hz), 1.99-1.97 (m, 2H) , 

25 1.82-1.68 (m, 6H) , 1.23 (d, 6H, J = 7.3 Hz); Anal. 

Calcd. for C2BH34P2N4O4+HCI+O.I85CHCI3: C, 57.6; H, 6-04; 
N, 9.54. Found: C, 58.5; H, 6.08; N, 9.47; ESMS m/e: 
529.1 (M + H)*. 

30 Procedure AG 
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Scheme AR: 




Step 1: A solution of ketoester (10 mmol) , Meldrura's 
acid (10 nrniol) , aldehyde (10 iranol) and an aramoniura 
acetate (11 mmol) in HOAc (10 mL) was heated at refliix 
5 temperature for 18 h.^ The cooled reaction mixture was 
poured over ice (100 g) . The precipitated oils were 
collected and dried tinder reduced pressure. The benzyl 
ester protected analogs solidified upon trituration with 
a mixture of ether/hexane. 




OBn 



H 

1 .05 g. 29.0 % 523 mg. 15.0% 



^ MORALES, A.; OCHOA, E, ; SUAREZ, M. ; VBRDECIA, Y. ; 
GONZALEZ, L.; IVIARTIN, N. ; QUINTEIRO, M. ; SEOANE, C. ; 
SOTO, J. L.; *7. Heterocycl . Chem. [JHTCAD] 1996, 33 (1) , 
103-107. 
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Step 2: A mixture of a benzyl ester and 10% Pd/C 
in methanol was hydrogenated using the balloon method at 
room temperature • The reaction mixture was monitored 
(TLC) to completion, filtered through Celite 545 and the 
Celite filter cake was washed with methanol (3 x 10 mL) . 
The combined methemol extracts were concentrated in 
vacuo to give the desired carboxylic acid that was used 
in the next step without any further purification. 




O 

4 - ( 2 , 4 -DIPI-UOROPHENyii) -2 -METHYL- 6 -OXO-1 ^ 4/5,6- 
TKTRAHYDRO-3-PYRIDINECARBOXYIiIC ACID was synthesized 
according to Procedure AG and Scheme AR: NMR (CDCls, 
400 MHz) 5 7.82 (s, IH) , 7.00-6.72 (m, 3H) , 4.51 (d, IH, 
15 J = 8.4 Hz), 2.90 (dd, IH, J = 8.4, 16.3 Hz) , 2.68 (d, 

IH, J = 16.3 Hz), 2.46 (s, 3H) • 




O 

4- {3/4-DIFLUOROPHENYL) -2-METHYL-6-0X0-1, 4, 5, 6- 
20 TETRAHYDRO-3-PYRIDINECARBOXYLIC ACID was synthesized 

according to Procedure AG and Scheme AR: ^H NMR (CDCI3, 
300 MHz) 5 7.40-6.80 (m, 4 H) , 4.23 (d, 1 H, J = 7.5 
avg, Hz), 2.93 (dd, 1 H, J = 16.8, 7.5 avg. Hz), 2.68 
(d, 1 H, J = 16.5 avg. Hz), 2.45 (s, 3 H) . 
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Procedure AH 

K2C0,.Nal 




1- (6-CHLOROHEXyii) -lH-IND0:3fe: To a mixt\ire*-of NaH (0.249 - 
g, 10.0 mmol) in DMF (5.00 mL) was added a solution of 

5 1-H- indole (0.585 g, 5.00 mmol) in DMF (2.00 mL) at 0 *^C. 
The reaction mixture was stirred for 30 minutes at 0 
and warmed up to room temperature. To the reaction 
mixture l-bromo-6-chlorohexane (0.998 g, 5.00 mmol) was 
added dropwise via syringe and the reaction mixture was 

10 stirred overnight. The reaction mixture was diluted 
with EtOAc (30 mL) , washed with water (3 X 10 mL) , brine 
(10 mL) , dried over MgS04, concentrated in vacuo and 
purified by chromatography using hexane:EtOAc (97.5:2.5) 
to give the desired prodjiet (0.900 g, 76.0 %) : NMR 

15 (400 MHz, CDCI3) 5 7.76-7.54 (m, IH) , 7.47-6.96 (ra, 4H) , 

6.60-6.34 (m, IH) , 4.13 {t, 2H, J = 6.8 Hz), 3.50 (t, 
2H, J= 5,6 Hz), 1.98-1.79 (m, 2H) , 1.79-1.64 (m, 2H) , 
1.54-1.17 (m, 4H) . 

20 N' {3-{l- [6- (IH-INDOL-l-YDHEOT.] -4 -PIPERIDINYL) PHENYL) - 

2- HETHYLPROPAllAHIDE: A mixture of 1- (6-Chlorohexyl) -IH- 
indole (23.6 mg, O.iOO mmol), 2-m6thyl-N- [3- (4- 
piperidinyl) phenyl! propanamide (24.6 mg, 0.100 mmol), 
K2CO3 (27.6 mg, 0.200 mmol), Nal (22.5 mg, 0.150 mmol) 

25 and DMF (1.00 mL) was hAted at 100 °C for 12 h, .The 
reaction mixture was cooled to room temperature and the 
crude material was purified by preparative TLC using 5 % 
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of NH3 (2.0 M in methanol) in CH2CI2 to give the 
desired product as a yellow solid (40 mg, 90 %) : NMR 
(400 MHz, CDCI3) 5 8.08-6.52 (m, IIH) , 4.17 (t, 2H, J = 
7.2 Hz), 3.26 (d, 2H, J= 11.6 Hz), 2.74-2.52 (m, 4H) , 
5 2.44-2.28 (m, 2H) , 2.20-2.02 (m, 2H) , 1.98-1-82 (m, 4H) , 

1:78-1-62 (m, 2H), 1.43-1.28 (m, 4H) , 1.28 (d, 6H, J = 
6.8 Hz); ESMS in/e: 446.5 (M + H)*. 

Procedure AXt 

10 

Scheme AU: Preparation of tert-Piperdines Usingd PS-S02C1 Resin 




Ri 



The library was constructed in polypropylene Robbins 
^Reactor Blocks", 48 well plates. PS-TSCl resin (100 
mg, 1.00 eq, purchased from Argonaut Technologies) was 

15 placed in each well of the ^Reactor Blocks" 48 well 
plates. To each well was added 2-10 eq of an alcohol in 
dichloromethane : pyridine (1:1, 3.00 mL). The mixture 
was stirred at room temperature for 5 h and the resin 
was washed with dichloromethane (3 x 4.00 mL) , DMF (5 x 

20 4.00 mL), DMF/H2O (3:1, 5 x 4.00 mL) , THF (3 x 4.00 mL) , 

dichloromethane (3 x 4.00 mL) , acetonitrile (2 x 4.00 
mL) and dried under reduced pressure. A solution of an 
amine (0.0750 mmol, 0.500 eq) and N,N-diisopropylethyl 
amine (19.0 mg, 0.150 mmol, 1.00 eq) in acetonitrile 
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(3.00 mL) was added to the well containing the 
derivatized resin and the mixture was reacted at 70 °C 
for 16 h in the Robbins rotating oven. After cooling, 
AP-isocyanate- resin (120 mg, 0.150 mmol, 1.00 eq) and 
5 THF (2.00 mL) was added to the each reaction vessel and 

reacted at room temperature for additional 3 h. The 
solution was filtered into the Robbins* receiving plates 
and concentrated in vacuo to give the desired tertiary 
amines which were analyzed via LC-MS. 

10 

Procedure AO's 



Scheme AV: Preparation of tert-Piperidines Using Piperdines, 



^ ^ benzyl bromide 



PS-TBD resin 



R2 or benzyl iodide oh^oh 
Ri rt, I6h 



Ri 

The library was constructed in polypropylene Rdbbins* 48 
15 ' well plates Reactor Blocks. In the initial incubation 
period, each well was charged with PS-TED resin (from 
Argonaut Technologies, 200 mg, 0.280 ramol, 2.50 eq) and 
piperidine (0.120 mmol, 1-10 eq) in acetonitrile (0.500 
mL) and agitated for 1 h. A solution of .benzyl iodide 
20 or bromide (0.110 mmol, 1.00 eg) in acetonitrile (0.500 
mL) was added to each well followed by additional 
acetonitrile (1.00 mL) to make a total volume of 2 mL 
and the mixture was rotated in a Robbins rotating oven 
at room temperature for 16 h. Then AP-Isocyanate resin 
25 (Argonaut Technologies, 250 mg (0.430 mmol, 4.00 eq) was 
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added to each well and reacted further at room 
temperature for another 12 h. The mixture was filtered 
and the filtrate was concentrated in vacuo to obtain the 
desired product that, was characterized via LC-MS. 

5 

Scheme AX 




10 Example 117 

N-f3-{l- [3- (4-BROMOPHENYL) -3-OXOPROPYLl -4- 
PIPERIDIimi}PHENYL) - 2 -HETEYIiPROPANANXDE : Procedure K 

(KI) and Scheme E {K2CO3) using 1- (4-bromophenyl) -3- 
chloro - 1 -propanone and 2 -methyl -N- [ 3 - ( 4 - 

15 piperidinyl) phenyl] propanamide: ESMS m/e: 457.1 (M + 

Example 118 

N-(3-{l- [3- (4-CHLOROPHENyL) -3-OXOPROPYL] -4- 
20 PIPERIDINYI.}PHENYL) -2-METHyLPROPANAMIDE: Procedure K 

(KI) and Scheme E (K2CO3) using 3-chloro-l- (4- 
chlorophenyl) -1-propanone and 2-methyl-W- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 413.1 (M + 
H)\ 

25 

Example 119 

N-(3-{l- [3- (4-METHOXYPHENYL) -3-OXOPROPYLl -4- 
PXPERXDINYL}PHEN7L} -2-H&THYIJ>R0PANAMXDE: Procedure K 

(KI) and Scheme E (K2CO3) using 3-chloro-l- (4- 
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me thoxyphenyl ) - 1 -propanone and 2 -methyl -N- [ 3 - ( 4 - 

piperidinyl) phenyl] propanamide: ESMS m/e: 409.2 (M + 
H)\ 

5 Sxanxple 120 

Jir-f3-{l-[3-(2^3 -DIHYDRO- IH-INDEN- 5 - YL) -3 -OXOPROPYIil - 4 - 
PIPERIDINYL}PHENYL) - 2 -METHyLPROPANAMIDE : Procedure K 

(KI) and Scheme E (K2CO3) using 3-chloro-l- (2,3-dihydro- 
lH-inden-5-yl) -1-propanone and 2-methyl-W- [3- (4- 
10 piperidinyl) phenyl] propanamide: ESMS m/e: 419-2 (M + 

Exaxople 121 

2-MBTHYi;.-J/-{3- [1- (3-OXO-3-PHBNYLPROPYIi) -4- 
15 PIPERIDINyLlPHENn.}PROPANAMIDB: Procedure K (KI) and 
Scheme E '{K2CO3) using 3-chloro-l-phenyl-l-propanone and 
2-methyl-J7-' [3 - (4 -piperidinyl) phenyl] propanamide : ESMS 
m/e: 379.2 (M + H)*. 

20 Example 122 

2-METHYL-N-f3-{l- [3- (4-METHYIiPHENYL) -3-OXOPROPYLl -4- 
PXPERIDiNYL}PHENYL)PROPi^KAMIDE: Procedure K (KI) and 
Scheme E (K2CO3) using 3-chloro-l- (4-methylphenyl) -1- 
propanone cuid 2-methyl-N- [3- (4- 

25 piperidinyl) phenyl] propanamide: ESMS m/e: 393.2 (M + 
H)*. 

Exaasple 123 

N-f3-{l- [3- (4-FIiUOROPHBNYri) -3-OXOPROPyL] -4- 
30 PIPERIDINrL}PHENYIi)-2-METHyLPR0PAMMIIDE: Procedure K 

(KI) and Scheme E (K2CO3) using 3-chloro-l- (4- 
f luorophenyl ) - 1 -propanone suad 2 -me thy 1 - JiT- [ 3 - ( 4 - 
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piperidinyl) phenyl] propanamide: ESMS m/ei 397.2 (M + 

H)^ 

Exainple 124 

JSr- f J-{1- [3- (4-CHLOROPHEHYI.) -3-HYDROXYPROPYL] -4- 
5 PlPERIDINYX.}PHEMyL) -2-lIETHYIJ?R0PAl]^ Prepared by 

• Procedure L said Scheme AN using f3-{l- [3- (4- 
chlorophenyl) -3-oxopropyl] -4 -piperidinyl }phenyl) -2- 
methylpropanamide: ESMS m/ei 415.1 (M + H)*. 

10 Example 125 

f 3-{l- [3- (4-CHLOROPHENni) -3- (3,4- 
DIFLUOROPHENOXT) PROPYL] -4- PIPERIDINYL }PHENYL) -2- 
METHYLPROPANIUflDE: Prepared by Procedure A and Scheme AN 
using f3- {l- [3- (4 -chlorophenyl) -3-hydroxypropyl] ~4- 

15 piperidinyl }phenyl) -2 -methylpropanamide and 3,4- 

dif luorophenol : ESMS xn/e: 526.8 (M + H)*. 

Exaiople 126 

l^-r3-{l- [3- (4-CHLOROPHENYL) -3- ( 2 -HETHYLPHENOXY) PROPYL] - 
20 4-PIPERIDINYL}PHENYL}-2-ICBTBrsn:iPROPANAMIDE Prepared by 

Procedure A and Scheme AN using f3-{l- [3- (4- 
chlorophenyl) -3-hydroxypropyl] -4-piperidinyl}phenyl) -2- 
methylpropcuiamide and o~cresol: ESMS m/e: 505.4 (M + 

25 

Example 127 

3-{l- [3- (4-FLUOROPHENYL) -3-HYDROXYPROPYL] -4- 
PIPERIDINYL}PHENYL) -2 -METHYLPROPANAMIDE : Prepared by 
Procedure L and Scheme AN using N- {l- [3-^ (4- 
30 f luorophenyl) -3-oxopropyl] -4 -piperidinyl} phenyl) -2- 
methylpropanamide : ESMS m/ei 399.2 (M + H)*. 



Example 128 
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N-(3-{l- [3-HTOROXY-3- (4- METHOXYPHENyL) PROPYL] -4- 

PIPERIDINYL}PHENYL) -2-METHYLPROPANAMIDE: Prepared by 
Procedure L and Scheme AN using f3-{l- [3- (4- 

raethoxyphenyl) -3~oxopropyl] -4-piperidinyl}phenyl) -2- 
5 methylpropanamide : ESMS m/ei 411,2 (M + H)*. 

Example 129 

jpr-f 3-{l- [3- (4-BROMOPHENYL) -3-HYDROXYPROPin:.] -4- 
PIPERIDINYL}PHEim.)-2-METHZLPR0PANAMIDB» Prepared by 
10 Procedure h and Scheme AN using 1^- f3-{l- [3- (4- 
bromophenyl) -3-oxopropyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide: ESMS m/e: 459.1 (M + H)*. 

Eacas^le 130 

15 N" f 3-{l- [3- (4-CHLOROPHENYL) -3- (4-MBTH02:YPHENOnr) PROPYIi] - 

4--PIPERlDI3mi}PHEllYL)-2-METBYIiPROPANA^ Prepared by 

Procedure A and Scheme AN using J7- f3- {l- [3- (4- 
chlorophenyl) -3-hydroxypropyl] -4-piperidinyl}phenyl) -2- 
methylpropanaraide and 4-methoxyphenol: ESMS m/e: 520.8 

20 (M + H)*. 

Bxantple 131 

3-{l- [3- (4-CHLOROPHENOXy) -3- (4-FIiUOROPHBNYIi) PROPYIi] - 
4 - PIPERlDINYL}PHEim:i) - 2 -METHYLPROPANAMIDE : Prepared by 
25 Procedure A and Scheme AN using f3-{l-- [3- (4- 
f luorophenyl) -3-hydroxypropyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 4-chlorophenol: ESMS m/ez 509.1 
(M + H)*. 

30 Hxainple 132 

JNr-f3-{l- [3- {4-FLUOROPHENYL) -3- (2,3,4,5,6- 
PENTAFLUOROPHENOXY) PROPYL] - 4 -PIPERIDINYL} PHENYL) -2- 
METHYLPROFANAMIDE: Prepared by Procedure A and Scheme AN 
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using N- (3-{l- [3- (4- f luorophenyl) -3- 

hydroxypropyl] -4-piperidinyl}phenyl) -2-methylpropanamide 
and 2,3,4,5,6-pentafluorophenol: ESMS m/e: 564.7 (M + 
H)\ 

5 

Example 133 

N-(3-{l- [3- (4-BROMOPHENYL) -3- (2-METHyLPHENOXY) PROPYL] -4- 
PIPERID31IYIi}PHENyL) -2-METHyiiPROPANAMIDE: Prepared by 
Procedure A and Scheme AN using J^- {l- [3- (4- 
10 bromophenyl) -3-hydroxypropyl] - 4 -piperidinyl} phenyl) -2- 

raethylpropanamide and 2-methylphenol: ESMS m/e: 548,8 
(M + H)*. 

Exaix^le 134 

15 N^(3-{1- [3- (3,4-DIPLUOROPHENOXy) -3- (4- 

FLUOROPHENYL) PROPYL] >4-PIPERZDINYL}PHENYL) -2- 
METHYLPROPANAMZOE: Prepared by Procedure A and Scheme AN 
using N- (3-{l- [3- (4- f luorophenyl) -3-hydroxypropyl] -4- 
piperidinyl}phenyl) -2-methylpropanainide and 3,4- 

20 dif luorophenol : ESMS m/e: 511.1 (M + H)*. 

Exanple 135 

N-(3-{l- [3- {4-BROMOPHBNOrsr) -3- (4 -PLUOROPHENYL) PROPYL] -4- 
PXPBRIDINYL}PHENYL)-2-METHYLPR0PANMIIDE: Prepared by 
25 Procedure A and Scheme AN using 1/- f3-{l- [3- (4- 
f luorophenyl) -3-hydroxypropyl] -4 -piperidinyl }phenyl) -2- 
methylpropanamide and 4-bromophenol: ESMS m/e: 553.0 (M 
+ H)*. 

30 Bxample 136 

lir-f3-{l- [3-(3,4-DICHLOROPHENOXY)-3-(4- 
FLUOROPHENYL) PROPYL] -4-PZPERIDINYL}PHENYL) -2- 
MBTHYLPROPAKAIUDE: Prepared by Procedure A and Scheme AN 
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using (3- {l- [3- (4- f luorophenyl) -3~ 

hydroxypropyl] - 4 -piperidinyl} phenyl) -2-methylpropanaTnide 
and 3,4-dichlorophenol: ESMS m/e: 542,7 (M + H)*. 

5 Example 137 

[3- (l-{3- (4-PLUOROPHENYI.) -3- [4- 
(TRIFLUOROMETHYL) PHENOXY] PROPYIi} -4 -PIPERIDINYL) PHENYL] - 
2-BSETHYLPROPANAMIDEt Prepared by Procedure A and Scheme 
AN using N- (3-{l-[3- (4-f luorophenyl) -3 -hydroxypropyl] -4- 
10 piperidinyl}phenyl)-2-methylpropanamide and 4- 

(trifluoromethyl) phenol: ESMS m/e: 543,1 (M + H)*. 



Example 138 

N-r3-{l- [3- O-BROMOPHENOry) -3- (4-PLUOROPHBNYL) PROPYL] -4- 
15 PIPERIDINYL}PHENYL} -2«-METHYIJ»R0PiajIM£^ Prepared by 

Procedure A and Scheme AN using ^3-{l- [3- (4- 
f luorophenyl) - 3 -hydroxypropyl] -4 -piperidinyl }phenyl) -2- 
methylpropsuiamide and 3-bromophenol: ESMS m/e: 552,7 (M 
+ H)*, 

20 

Example 139 

r3-{l- [3 - (4-PLUOROPHBNOXY) -3- (4-PLUOROPHENYL) PROPYL] - 
4*PIPERIDINYL}PHENYL)-2-HETHYLPR0PANAMIDE: Prepared by 
Procedure A and Scheme AN using Jf-(3-{l-[3-(4- 
25 f luorophenyl) -3 -hydroxypropyl 1 -4 -piperidinyl }phenyl) -2- 

methylpropanamide and 4-f luorophenol: ESMS m/e: 493,2 
(M + H)*. 

Exsunple 140 

30 N-f 3-{l- [3- (3-FLUOROPHBNOXY) -3- (4-FLUOROPHENYL) PROPYL] - 

4 -PIPERID1NYL}PHENYL) -2 -METHYLPROPANAHIDE : Prepared by 
Procedure A and Scheme AN using (3- {l- [3- (4- 
f luorophenyl) -3 -hydroxypropyl] -4 -piperidinyl }phenyl) -2- 
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raethylpropanamide and 3- f luorophenol : ESMS m/e: 
492.9 (M + H)*^. 



Exaniple 141 

5 N-(3-'{l- [3- (2, 6-DICHLOROPHENOXY) -3- (4- 

FLUOROPHENYIi) PROPYL] -4-PIPERIDINYL}PHENYIi) -2- 
UETHYIiPROPAM2VMlDE: Prepared by Procedure A and Scheme AN 
using ^3-{l- [3- (4-f luorophenyl) -3-hydroxypropyl] -4- 

piperidinyl } phenyl) -2-tnethylpropanamide and 2,6- 

10 dichlorophenol : ESMS m/e: 543.0 (M + H)*. 



Example 142 

iy-f3-{l- [3- (2,5-DIFLUOROPHENOXY) -3- (4- 
FLUOROPHENYIi) PROPYL] -4 -P1PERIDINYL}PHENYL) -2- 
15 HEXHYLPROPAKAHIDE: Prepared by Procedure A and Scheme AN 
using N- f3- {l- [3- {4-f luorophenyl) -3-hydroxypropyl] -4- 
p iper idinyl } phenyl ) - 2 -raethylpropanamide and 2,5- 

dif luorophenol: ESMS m/e: 511.5 (M + H)*. 

20 Example 143 

N-f3-{l- [3- (3-CHLOROPHENOXY) -3- {4-FLUOROPHENYL) PROPYL] - 
4-PXPERXDXNYL}PEENYL} -2-METHyLPROPANAMIDE: Prepared by 
Procedure A and Scheme AN using N- f3-{l- [3- (4- 
fluorophenyl) -3-hydroxypropyl] - 4 -piperidinyl) phenyl) -2- 

25 methylpropanamide and 3~chlorophenol: ESMS m/e: 509.1 
(M + H)*. 



Bxan^le 144 

jgr- (3-{l- [3- (4-BROMOPHBNYL) -3- (3-METHYLPHENOXY) PROPYL] -4- 
30 PIPERIDINYL}PRENYL) -2-METHYLPROPANAMIDE: Prepared by 

Procedure A and Scheme AN using JT- f3-{l- [3- (4- 
bromophenyl) -3-hydroxypropyl] -4 -piperidinyl} phenyl) -2- 
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methylpropanamide and 3- methylphenol : ESMS m/e: 
549.1 (M + H>*. 

Exan^le 145 

5 N-f3-{l.I3-([l,l'-BIPHENYL]-4-YI,OXY)-3-(4- 

BROMOPHENYL) PROPYL] -4 -PIPERIDINYIi} PHENYL) -2- 
METHYLPROPANAMIDE: Prepared by Procedure A and Scheme AN 
using N- f3-{l- [3- (4-broraophenyl) -3-hydroxypropyll -4- 

piperidinyl}phenyl) -2-methylpropanamide and 4- 

10 phenylphenol : ESMS m/e: 611.2 (M + H)*. 



Exan^le 146 

W-f3-{l- 13- (2,4-DIFLUOROPHENOXY) -3- (4- 
FLTOROPHENYL) PROPYLl - 4 - PIPERIDINYL} PHENYL) -2 - 
15 METHYLPROPANAMIDE: Prepared by Procedure A and Scheme AN 
using f3- {l- [3- (4-f luorophenyl) -3-hydroxypropyl] -4- 

piperidinyljphenyl) -2-methylpropanamide and 2 / 4- 

dif luorophenol : ESMS m/e: 511.1 (M + H)*. 

20 Exaxople 147 

N-f 3-{l- [3- (4-BROia)PHENYL) -3- (3 -MBTH03CYPHEN0XY) PROPYL] - . 
4-PIP£RIDXNYL}PBENYL) -2-METHYLPROPANAMIDE: Prepared by 
Procedure A and Scheme AN using f3-{l- [3- (4- 

bromophenyl) -3-hydroxyprqpyl] - 4 -piperidinyl} phenyl) -2- 

25 methylpropanamide and 3-methoxyphenol: ESMS m/e: 564.6 
(M + H)*. 

Exanple 148 

METHYL 4- (1- {4-BROMOPHENYL) -3-{4- [3- 

3 0 (ISOBUTYRYLAHINO) PHENYL] -1 -PIPBRI1>INYL}PR0P0XY) BENZOATE s 

Prepared by Procedure A and Scheme AN using J/-f3-{l-t3- 
{4-bromophenyl) -3-hydroxypropyl] -4 -piperidinyl} phenyl) - 
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2-methylpropanamide * and methyl 4-hydroxybenzoate: 
ESMS jn/e: 593.0 (M + H)*. 

Example 149 

5 N'(3'{1- [3- (4-BROMOPHEira:.) -3 - (4-PHENOXyPHENOXY) PROPYL] - 

4 -PIPERIDINYL} PHENYL) - 2-METHYLPROPANAMIDE: Prepared by 
Procedure A and Scheme AN using l\r- f3-{l- [3- (4~ 
bromophenyl) -3-hydroxypropyl] - 4 -piperidinyl} phenyl) -2- 
methylpropanamide and 4-phenoxyphenol: ESMS m/ez 626. S 
10 (M + H)*. 

Example 150 

N-f3-{l- [3- (4 -BROMOPHENYL) -3- (2-CHLORO-4- 
METHYLPHENOXY) PROPYL] -4-PIPERIDINYL}PHENYL) -2- 
15 METHYLPROPANAMIDK: Prepared by Procedure A and Scheme AN 
us ing N-f3-{l-[3-(4 -bromophenyl ) - 3 -hydroxypropyl ] - 4 - 

piperidinyl}phenyl) -2-methylpropanamide and 2-'Chloro-4- 
methylphenol: ESMS m/e: 583.0 (M + H)*. 

Exanrple 151 

lf-f3-{l- [3- (4 -BROMOPHENYL) -3-PHENOXYPROPYL] -4- 
PXFERlDINni}PHENYL) - 2 -METHYLPROPANAMXDE : Prepared by 
Procedure A and Scheme AN using iff- ^3-{l- [3- (4- 
bromophenyl) -3 -hydroxypropyl] - 4 -piperidinyl} phenyl) -2- 
methylpropcuaamide and phenol: ESMS ro/e: 535.0 (M + H)*. 
Exa2iqple 152 

N' (3- (l-{3- (4 -BROMOPHENYL) -3- [4- 

(TRIFLUOROMETHYL) PHENOXY] PROPYL} -4 -PXPERIBINXL) PHENYL] - 
2-METHYLPROPANAMIDE: Prepared by Procedure A and Scheme 
AN using ^3- {l- [3- (4 -bromophenyl) -3 -hydroxypropyl] -4- 
piper idinyl } phenyl ) - 2 -methylpropanamide and 4 - 

(trifluoromethyl) phenol: ESMS m/e: 603.1 (M + H)*. 



20 



25 



30 
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Example 153 

N'(3'{1' [3- (2-ACETYLPHENOXy) -3- (4 -BROMOPHENYI,) PROPYL] -4- 
PIPERIDINYL}PHENyL) -2-METHyLPROPANAMIDE: Prepared by 
Procedure A . and Scheme AN using (3- { 1- [3- (4- 

5 bromophenyl) -3-hydroxypropyl] -4-piperidinyl}phenyl) -2- 

methylpropanamide and 2-acetylphenol: ESMS m/e: 576.6 
(M + H)*. 

Exainple 154 

10 N-(3-{l- [3- (3-ACETYLPHENOXY) -3- (4-BROMOPHEimi) PROPYL] -4- 

PIPERIDINYL}PHENYL) - 2 -METHYLPROPANAMIDE s Prepared by 
Procedure A and Scheme AN using W- f3- {l- [3- (4- 
bromophenyl) -3-hydroxyprppyl] - 4 -piperidinyl} phenyl) -2- 
methylpropanamide and 3-acetylphenol: ESMS m/e: 576.9 

15 (M + H)*. 

Example 155 

N-f3-{l- [3- (B-ACBTYLPHENOXY) -3- (2, 3-DlHYDRO-lH-I»DEN-5- 
YL) PROPYL] -4-PIPERrDINYL}PHENYL) -2-MBTHYLPROPANAMIDEs 

20 Prepared by Procedure A and Scheme AN using N-f3-{l- [3- 
(2, 3-dihydro-lir-inden-5-yl) -3-hydroxypropyl] -4- 
piperidinyl }phenyl) -2-methylpropcmamicle and 3- 

acetylphenol : ESMS m/e: 539.2 (M + H)*. 

25 Example 156 

N-f3-{l- [3- (2,3-DIHYDRO-lE-Il!roEN-5-YL) -B-PHENOXYPROPYL] • 
4 -PXPERXDINYL}PHElilYL) - 2 -HETHYLPR0PA13AMXDE : Prepared by 
Procedure A and Scheme AN using JNT- r3"{l- [3- (2, 3-dihydro- 
lH-inden-5-yl) -3-hydroxypropyll -4rpiperidinyl}phenyl) -2- 

30 methylpropanamide and phenol: ESMS m/e: 497.2 (M + H)*. 

Example 157 
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jj^(3^[X-l3- (2- ACETyi.PHENOXY)-3-(2.3-. 
DIHTORO-lH-INDBN-B-YIi) PROPYL] - 4 -PIPBRIDINYIi} PHENYL) -2- 
METHYLPROPANAMIDE : 

Prepared by Procedure A and Scheme AN using N-^3-{l-[3-. 
5 (2,3-dihydro-lH-inden-5-yl)-3-hydroxypropyl] -4- 

piper idinyl } phenyl ) - 2 - tne thylpropanamide 2 - ace tylphenol : 
ESMS m/ez 539.1 (M + H)*. 

Exanxple 158 

10 N-f3-{l- [3- (4-BROMOPHENOry) -3- (4-BROMOPHENYIi) PROPYIi] -4- 

PIPER1:DINYIj}phENYL) - 2 -HETHYIiPROPANAMIDE : Prepared by 
Procedure A and Scheme AN using f3"{l- [3- (4- 

bromophenyl) -3-hydroxypropyl] -4-piperidinyl)phenyl) -2- 
methylpropsuiamide and 4-bromophenol: ESMS m/ez 612.7 (M 

15 + H)*. 

Exaniple 159 

N-f3-{l- [3- (4-BROMOPHENYIi) -3- (4-CH1jOROPHENOXY) PROPYL] -4- 
PIPERIDZNY]:i}PHENYXi) -2 -METHYLPROPANAMZDE s Prepared by 
20 Procedure A and Scheme AN using N- f3-{l- [3- {4- 
bromophenyl) -3-hydroxypropyll -4 -piperidinyl} phenyl) -2- 
methylpropanamide and 4-chlorophenol: ESMS m/e: 568.7 
(M + H)*. 

25 Exaaqple 160 

N-f3-{l- £3- (4-BROMOPHENYL) -3- {4-PLTOROPHENOXY) PROPYL] -4- 
PXPERXDINYL}PHSNYL) - 2 -HETHYLPROPANAMIDE : Prepared by 
Procedure A and Scheme AN using ^'-Y3-{l- [3- {4- 
bromophenyl) -3-hydroxypropyl] -4 -piperidinyl} phenyl) -2- 

30 methylpropanamide and 4-f luorophenol: ESMS m/e: 552.8 
(M + H)*. 

Example 161 
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W-f3-{l- 13- {2,3-DtHXDKO. IH-INDEN-B-YL) -3- (4- 

MBTHOXTPiatENOXY) PROPYL] - 4 -PIPERIDINYL} PHENYL) -2 - 
MBTHYLPROPANAMIDB: Prepared by Procedure A and Scheme AN 
using f3-{l- [3- (2, 3-dihydro-llf-inden-5-yl) -3- 

5 hydroxypropyl] ~ 4 -piperidinyl) phenyl) -2-inethylpropanainide 
and 4-inethoxyphenol: ESMS in/e: 527.3 (M + H)*. 

Exanrple 162 

W-f3-{l- [3- (2^3-DIHYDRO-lH-INDEN-5-YL) -3- (4- 
10 PLUOROPHENOXY) PROPYL] -4 -PlPBRIDIimi} PHENYL) -2- 

MKTHYLPROPAHAMIDE: Prepared by Procedure A and Scheme AN 
using N- f3-{l- [3- (2, 3-dihydro-lH-inden-5-yl) -3- 

hydroxypropyl] - 4 -piper idinyl } phenyl) -2-methylpropanamide 
and 4-fluorophenol: ESMS in/e: 515.2 (M + H)*. 

15 

Example 163 

N-(3-il- [3- (2^3-DIHYDRO-lH-INDEN-5-YL) -3 -HYDROXYPROPYL] - 
4-PXPERIDXNYL}PHENYL) -2-METBYLPROPANAMIDE 

Prepared by Procedure L and Scheme AN using li3r-f3-{l-[3- 
20 (2, 3-dihydro-lJf-inden-5-yl) -3-oxopropyl] -4- 

piperidinyl}phenyl) -2-methylpropanamide: ESMS xn/e: 421.2 
(M + H)*- 

Exanple 164 

25 N" [3- (l-{3- (2,3-DIHYDRO-lH-INDBN-5-YL) -3- [4- 

(TRXFLUOROHETHYL) PHENOXY] PROPYL} -4 -PIPERIDINYL) PHENYL] - 
2-METHYLPROPAl!iAMIDE: Prepared by Procedure A and Scheme 
AN using N- (3-{l- [3- (2, 3-dihydro-lH-inden-5-yl) -3- 
hydroxypropyl] - 4 -piperidinyl} phenyl) -2-methylpropanamide 

30 and 4-trif luoromethylphenol : ESMS m/ez 565.0 (M + H)*. 

Exainple 165 



wo 03/004027 



PCT/DS02/21063 



271 

/7-f3-{l- [3- (4- BROMOPHENOXY) -3- (2,3- 

DXHTOR0-lfl'-INDKNr-5-YL)PR0Pyii] - 4 -PIPERIDINYL} PHENYL) -2- 
llETH7i;.PR0PA£QVMXD& : 

Prepared by Procedure A and Scheme AN using J7- CJ-ll- [3- 
5 (2/3-diliydro-lH-indeii-5-yl) -3-hydroxypropyl] -4- 

piper idinyl }phehyl ) - 2 -met hylpropanamide and 4 - 

bromophenol : 

ESMS m/e: 577.4 (M + H)*. 

10 Exaaople 166 

N-O-^il' [3- (3*ACETrQPHENOZY) -3- (4 -CHLOROPHENYI.) PROPYL] - 
4-PXPERIDINYL}PHEMYL) -2-METHYLPROPANMa:DE: Prepared by 
Procedure A and Scheme AN using N- (3-{l- [3- (4- 
chlorophenyl) -3-hydroxypropyl] -4-piperidinyl}phenyl) -2- 

15 methylpropanamide and 3-acetylphenol: SMS m/ez 533.1 (M 
+ H)*. 

Example 167 
• N-f3-{l-[3-(4-METH0XYPHENOXY)-3-(4- 
20 UETHOXYPEENYL) PROPYL] -4-PXPERrDINYL}PHENYL) -2- 

METHYLPROPANAMXDE: Prepared by Procedure A and Scheme AN 
using N- f3-{l- [3-hydroxy-3- ( 4 -methoxyphenyl) propyl] -4- 
piper idinyl }phenyl ) - 2 -methylpropanamide and 4 - 

methoxyphenol : ESMS m/ez 517.4 (M + H)*. 

25 

. Example 168 

N-f3-{l- [3- (4-CHLOROPHENOXY) -3- (2, 3-DIHYDRO-lEr-INDEN-5- . 
YL) PROPYL] -4-PIPERXDINYL}PHENYL) -2 -METHYLPROPANAMIDE: 

Prepared by Procedure A and Scheme AN using W^- f3-{l-.[3- 
30 (2, 3-dihydro-llif-inden-5-yl) -3-hydroxypropyl] -4- 

piperidinyl }phenyl ) - 2 -methylpropanamide and 4 - 

chlorophenol : ESMS m/ez 531.1 (M + H)^. 
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Example 169 

N'(3-{1' [3- (2-ACETYLPHENOZy) -3 - (4-CHLOROPHBNYL) PROPYLl - 
4-PIPERIDIira[i}PHKira:i) -2-MKTHH^I«>PA^^ Prepared by 

Procedure A and Scheme AN using W-C3-{l-[3-(4- 
5 chlorophenyl) -3-hydroxypropyl] - 4 -piperidinyl} phenyl) -2- 

methylpropanamide and 2-acetylphenol: ESMS m/e: 533.4 
(M + H)*. 

Exas^le 170 

10 3-{l- [3- {4-BROMOPHENyi.) -3- (4-METHOXYPHENOXY) PROPYL] - 

4-PIPERIDINYIi}PHENYIi) -2-METHYIiPROPANAMIDE: Prepared by 
Procedure A and Scheme AN using N- f3-{l- [3- (4- 
bromophenyl) -3-hydroxypropyl] -4 -piperidinyl} phenyl) -2- 
methylpropanamide and 4-methoxyphenol : ESMS m/e: 565.0 

15 (M + H)*. 

Exaniple 171 

IJr-f 3-{l- [3- (4-^BROMOPHENOXY) -3- (4-CHIiOROPBEilYL) PROPYLl -4- 
PIPERIDIimi}PHENYL)-2-METHYLPROPAXlAUIDE: Prepared by 
20 Procedure A and Scheme AN' using 2^- ^3-{l- [3- (4- 
chlorophenyl) -3-hydroxypropyl] -4 -piperidinyl }phenyl) -2- 
methylpropanamide and 4-bromophenol: ESMS m/e: 568.8 (M 
+ H)*. 

25 Exainple 172 

N-f3-{l- [3- (4-CHLOROPHBNOXY) -3- (4 -CHLOROPHENYL) PROPYL] - 
4 -PIPERIDI19YL}PHENYL) - 2 -METHYLPROPANAMIDE : Prepared by 
Procedure A and Scheme AN using N-.f3-{l- [3- (4- 
chlorophenyl) -3-hydroxypropyl] -4 -piperidinyl }phenyl) -2- 

30 methylpropanamide and 4-chlorophenol: ESMS- m/e: 525,0 
(M + H)*. 

Example 173 
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N'(3-{1' £3- (4- MEXHOXyPHENYIi) -3- 

PHENOXyPROPYLl -4 -PIPERlDHm.} PHENYL) -2- 

MBTHYLPROPAMAMIDE: Prepared by Procedure A and Scheme AN 
using N- f3- {l- [3-hydroxy-3- (4-methoxyphenyl)propyl] -4- 
5 piperidinyl}phenyl) -2~methylpropaaamide and phenol: 
ESMS jn/e: 487.4 (M + H)*. 



Example 174 

N'(3-{1' [3- (4-FLUOROPHENYL) -3-PHENOXYPROPYI.] -4- 
10 PIPERIDINyL}PHEimi) -2-METHyLPROPANAMIDE: Prepared by 

Procedure A and Scheme AN using i\r-C3-{l-[3-(4- 
f luorophenyl) -3-hydroxypropyl] - 4 -piperidinyl} phenyl) -2- 
raethylpropanamide and phenol: ESMS m/e: 475.6 (M + H)*. 

15 Exanqple i75 

Ar-r3-{l- [3* (2-ACBTYI.PHH»0rsr} -3- (4-FLUOROPHE29yi.} PROPYZ.] - 
4-PXPERIDIimi}PHEimi)-2-MBTHYIiPROPAljI^^ Prepared by 
Procedure A and Scheme AN using f3-{l- [3- (4- 
f luorophenyl) -3-hydroxypropyl] -4 -piperidinyl }phenyl) -2- 

20 methylpropanamide and 2-acetylphenol: ESMS m/e: 517-1 
(M + H)*. 

Exasiple 176 

N-O-'il- [3- (3-ACKTYI.PHENOXy) -3- (4-FLTJOROPHEinrL) PROPYL] - 
25 4-PXPERIDXNYL}PHBNYL)-2-HETHYLPROPANAHIDEt Prepared by 

Procedure A cuid Scheme AN using N- ^3-{l- [3- (4- 
fluorophenyl) -3-hydroxypropyl] --4 -piperidinyl }phenyl) -2- 
methylpropanamide and 3-acetylphenol: ESMS m/e: 516.9 
(M + H)*. 



Example 177 

N-O'il" [3- (4-FLUOROPHENYL) -3- ( 4 -METHOXYPHENOXY) PROPYL] - 
4-FXPERXDXNYL}PHENYL)-2-METHYLPROPANAHlDB: Prepared by 



wo 03/004027 



PCT/US02/21063 



274 

Procedure A and Scheme AN using N- (3-{l' [3- (4- 

fluorophenyl) -3-hydroxypropyl] - 4 -piperidinyl} phenyl) -2- 
methylpropanamide and 4-methoxyphenol : ESMS m/e: 505-2 
(M + H)*. 

5 

Exainple 178 

N' f 3-{l- [3- (4-CHLOROPHENOXy) -3- (4-MBTHOXyPHENyii) PROPYL] - 
4-PIPERIDINyif}PHEanrL) -2-MBTHYLPROPAMMIIDB: Prepared by 
Procedure A and Scheme AN using f3- {l- [3-hydroxy-3- (4- 
10 methoxyphenyl) propyl] -4 -piperidinyl} phenyl) -2- 

methylpropanairdde euid 4-cholorophenol: ESMS m/e: 521.5 
(M + H)*. 

Bacainple 179 

15 N' f 3-{l- [3- (3-ACETYLPHENOXY) -3- {4-MBTHOXYPHEN3rii) PROPYL] - 

4-PIPERXDXNYL}PHElVYL)-2-MfiTHYLPROPAlUlMIDE: Prepared by 
Procedure A and Scheme AN using 27- f3-{l- t3-hydroxy-3- (4- 
methoxyphenyl) propyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 3-acetylphenol: ESMS m/e: 529.0 

20 (M + H)*. 

Exanple 180 

N'(3-{1- £3- {4-CHLOROPHENYL) -3-PHENOrsrPROPYL] -4- 
PXPERXDINYL}PHENYL} -2-METHYLPROPAlXaMIDE: Prepared by 
25 Procedure A and Scheme AN using N- C3-{l- [3- (4- 
chlorophenyl) -3-hydroxypropyl] -4 -piperidinyl }phenyl) -2- 
methylpropanamide and phenol. ESMS m/e: 490.9 (M + H)*^ 

Exainple 181 

30 W-f3-{l- [3- (4-BROMOPHENOXY) - 3- (4 -METHOXYPHENYL) PROPYL] - 

4-PIPERIDINYL}PHENYL) -2-METHYLPROPANAMIDE: Prepared by 
Procedure A and Scheme AN using 1^- f3- {l- [3-hydroxy-3- (4- 
methoxyphenyl) propyl] -4-piperidinyl}phenyl) -2- 



wo 03/004027 



PCT/US02/21063 



275 

methylpropanamide and 4- bromophenol: ESMS m/e: 
564.9 (M + H)*. 

Exainple 182 
5 N- [3- (l-{3- (4-METHOXYPHBNYL) -3- [4- 

(TRIFLUOROMETHYL) PHKNOXYl PHOPYI.} -4-PIPERIDINYL) PHENYL] - 
2 -METHYLPROPANAMIDE: Prepared by Procedure A and Scheme 
AN using N- (3'{l' [3-hydroxy-3- (4-methoxyphenyl) propyl] - 
4 -piperidinyl} phenyl) -2 -methylpropanamide and 4- 

iO trifluoromethyphenol: ESMS m/e: 555.1 (M + H)*. 



Exaarple 183 

3-{l- [3- (4-CHLOROPHENYL) -3- (4-FLnOROPHENOXy) PROPYL] - 
4-PIPERIDINYL}PHENYL)-2-MBTHYLPROPANAMIDE: Prepared by 
15 Procedure A and Scheme AN using N- f3-{l- [3- (4- 
chlorophenyl) -3-hydroxypropyl] -4 -piperidinyl Jphenyl) -2- 
methylpropanamide and 4-f luorophenol: ESMS m/e: 509.1 
(M + H)*. 

20 Example 184 

N-f3-{l- [3- (4-FLUOROPHENOXY) -3- (4-METOOXYPHENYL) PROPYL] - 
4-PIPERIDINYL}PHENYL) -2-METHYLPROPANAMIDEs Prepared by 
Procedure A and Scheme AN using igr- f3-{i- [3-hydroxy-3- (4- 
methoxyphenyl) propyl] -4 -piperidinyl }phenyl) -2- 

25 methylpropanamide and 4-f luorophenol: ESMS m/e: 505.5 
(M + H)*. 

Example 185 

N-f J-{1- [3- (2-ACETYLPHENOXY) -3 - (4-METHOXYPHENYL) PROPYL] - 
30 4 -PIPERIDINYL}PHENYL) -2 -METHYLPROPANAMIDE: Prepared by 

Procedure A and Scheme AN using N- f3- {l- [3-hydroxy-3- (4- 
methoxyphenyl) propyl] -4 -piperidinyl} phenyl) -2- 
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methylpropanatnide and 2- acetylphenol : ESMS m/e: 
529.2 (M + H)*. 



Exas^le 186 
5 J/-[3-(l-{3-(4-CHI.OROPHKNYL)-3-[4- 

{TRIFLUOROMETHYL) PHKNOXY] PROPYL}- 4 -PIPERIDINYL) PHENYLl - 
2-METHYIiPROPANAMIDE: Prepared by Procedure A and Scheme 
AN using J\r- fJ- {l- (3- (4-chlorophenyl) -3-hydroxypropyll -4- 
piperidinyl} phenyl) -2 -methylpropanatnide and 4- 

10 trif luoromethylphenol : SMS m/e: 559.1 (M + H)*. 

Example 187 

N' f3-{l- [ (35) -3- (3-ACETYIiPHBNOXY) -3-PHENYIiPROPYLl -4- 
PIPERIDINYr.}-4-BlETHyLPHENyL) -2-METHYr.PROPAMaMIDEs 

15 Prepared by Procedure G and Scheme AI using l-(3-{[{lS)- 
3 - chloro - 1 -phenylpropy 1 ] oxy } phenyl ) ethanone and 2 - 
methyl- JT- [4-methyl-3- ( 4 -piperidinyl) phenyl Ipropanamide: 
ESMS w/et 513.0 (M + H)*. 

20 2-{ISOPENTYIiOXY)-l-HAPHTH&IiDEHYDE: 2-Hydroxy-l- 

naphthaldehyde (1.72 g, 10.0 mmol) and THF (50 ml) were 
■ combined in a flask- NaH (312 mg, 13 mmol) was added, 

followed by l-bromo-3-methylbutane (1.20 mL, 10.0 mmol). 

The solution was stirred at room temperature overnight, 
25 the solvent was removed in vacuo, and the residue was 

purified by chromatography (5-10 % ethyl acetate / 

hexane) : NMR (400 MHz, CDCI3) 6 10.9 (s, IH) , 9.28 
(dd, IH, J = 0.7 Hz, 8.6 Hz), 8.02 (d, IH, J = 9.1 Hz), 

7.75 (d, IH, iJ = 8.1 Hz), 7.63-7.59 (m, IH) , 7.43-7.39 
30 (m, IH), 7.27 (d, IH, 9.2 Hz), 4.25 (t, 2H, J 6.5 

Hz), 1.98-1.84 (m, IH) , 1.80-1.75 (m, 2H) , 0.99 (d, 6H, 

iT = 6.6 Hz) ; ESMS m/e: 242.8 (M + H)*. 
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Example 188 

N- [3- (l-{ [2- (ISOPENTYLOXy) -1-NAPHTHYL] METHYL} -4- 
PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
Procedure F and Scheme R using 2- (isopentyloxy) -1- 
5 naphthaldehyde and 2 -methyl -N- [ 3 - ( 4 - 

piperidinyl) phenyl] propanamide: ESMS m/ei 473-3 (M + H)*. 

2 -PROPOXY-1 -NAPHTHALDEHYDE: Prepared according to the 
Procedure for 2- (isppentyloxy) -1 -naphthaldehyde using 2- 
10 hydroxy- 1 -naphthaldehyde and 1-bromopropane. 

Example 189 

2-METHYI.-ir-f3-{l- [ (2 -PROPOXY-l-NAPHTHYL) METHYL] -4- 
PXPERIDZNYL}fHENYL)PR0PA1IAMIDE: Prepared by Procedure F 
15 and Scheme R using 2 -propoxy-1 -naphthaldehyde and 2- 
me thyl -N- [ 3 - ( 4 -piperidinyl ) phenyl ] propanamide : ESMS m/e : 
445.2 (M + H)*. 

4-{ [ (l-FOR2fYL-2-NAPHTHYL) OXY] METHYL }BENZ0NITRXLE: 
20 Prepared according to the Procedure for 2- 
(isopentyloxy) -1-naphtlialdehyde using 2-hydroxy-l- 
naphtlialdehyde and 4- (bromomethyl)benzonitrile. 

Exsonple 190 

25 Ar-{3- [1- ({2- [ (4-CYAN0BENZYL)OXYl -1-NAPHTHYL}METHYL) -4- 

PXPERXDINYL] PHENYL} -2-METHYLPROPANAMIDE: Prepared by 
Procedure P and Scheme R using 4-{ [ (l-forniyl-2- 
naphthyl) oxy] methyl }benzonitrile and 2-methyl-W- [3- {4- 
piperidinyl) phenyl] propsuaamide: ESMS m/e: 518.2 (M + H)*. 

30 

[ (l-FORMYL-2-NAPHTHYL) OXY] ACETONITRILE : Prepared 
according to the Procedure for 2- (isopentyloxy) -1- 
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naphthaldehyde using 2- hydroxy- l~naphthaldehyde 

and bromoacetonitrile . 

Exan^le 191 

5 [3- (l-{ [2- (CYANOMETHOXY) -l-NAPHTHYL] METHYL} -4- 

PIPERIDINYL) PHENYL] - 2 -HETHYLPR0PAN2^DB : Prepared by 
Procedure F and Scheme R using [ (l-formyl-2- 
naphthyl) oxy] acetonitrile and 2-methyl-lff- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 442.2 (M + H)*, 

10 

2- [ (3-CHLOROBENZYL) OXY] -1-NAPHTHMiDEHYDE: Prepared 
according to the Procedure for 2- (isopentyloxy) -1- 
naphthaldehyde using 2 -hydroxy- 1 -naphthaldehyde and 1- 
(bromomethyl) -3-chlorobenzene. 

15 

Example 192 

2y_{3- [i_ ({2- [(3-CHL0R0BENZYL)0XY] -1-NAPHTHYL}MBTHYL) -4- 
PXPERIDINYL] phenyl} - 2 -METHYLPROPANAMXDE 5 Prepared by 
Procedure P and Scheme R using 2- [ (3-chlorobenzyl)oxy] - 
20 1-naphthaldehyde and 2-methyl-N- [3- (4-* 

piperidinyl) phenyl] propanamide: ESMS m/ez 527.2 (M + H)*. 

Example 193 

N-f3-{l- [4- (4-CHLOROPHENOXy) BENZYL] -4- 

25 piperIDINYL}PHENYL) -2-MBraYLPROPANMIIDE8 Prepared by 

Procedure P and Scheme R using 4-(4- 
chlorophenoxy) benzaldehyde and 2 -methyl -N- [3 ~ (4 - 

piperidinyl) phenyl] propanamide: NMR (400 MHz, CDCI3) 5 
7.50 (s, IH), 7.34-7.19 (m, 7H) , .6 . 98-6 . 87 (m, 5H) , 3.50 

30 (s, 2H), 2.98 (d, 2H, iJ= 11.8 Hz), 2.58-2.44 (m, 2H) , 

2.10-1.98 (m, 2H), 1.83-1.76 (m, 4H) , 1.24 (d, 6H, J = 
6.8 Hz); ESMS m/ez 463.2 (M + H)*. 
Example 194 
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J/-f3-{l- [4- (3,4- DIFLUOROPHENOXY) BENZYL] -4- 

PIPEiaDINYIi}PHENYL) -2-METHyiiPROPANAMIDEs Prepared by- 
Procedure F and Scheme R using 4-(3,4- 
dif luorophenoxy) benzaldehyde and 2^methyl-N- [3 - (4- 
5 piperidinyl) phenyl] propanamide: ESMS m/e: 465.2 (M + 

4 - ( ISOPENTYLOXY) - 1 -NAPHTHALDEHYDE : Prepared according 
to the Procedure for 2- (isopentyloxy) -1-naphthaldehyde 
10 using 4 -hydroxy- 1-naphthaldehyde and l-bromo-3- 
methylbutane . 

Exan^le 195 

JT- [3- t4- (ISOPENTYLOXY) -1-NAPHTHYL1METHYL}-4- 
15 PIPSRIDIMYL) PHENYL] -2 -UETHYLPROPiOilAHXDE: Prepared by 

Procedure F and Scheme. R using 4- (isopentyloxy) -1- 
naphthaldehyde and 2-methyl-J/- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 473.3 (M + H)*. 

20 Bxasiple 196 

J7-r3-{l- [4- ( 4 -METHOXYPHENOXY) BENZYL] -4- 

piperidinyl} PHENYL) - 2 -METHYLPROPANAMIDE s Prepared by 
Procedure F and Scheme R using 4- (4- 
methoxyphenoxy) benzaldehyde and 2 -methyl-«r- [3 - (4- 
25 piperidinyl) phenyl] propanamide: ESMS m/e: 459.2 (M + H)*. 

4-PROFOXY-l-NAPHTHALDEHYDE: Prepared according to the 
Procedure for 2- (isopentyloxy) -1-naphthaldehyde using 4- 
hydroxy- 1-naphtlialdehyde and 1-bromopropcine. 

30 

Example 197 

2-METHYL-N-f3-{l- [ (4-PROPOXY-l-NAPHTHYL) METHYL] -4- 
PIPERIDINYL}PHENYL) PROPANAMIDE: Prepared by Procedure P 
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and Scheme R using 4- propoxy-l-naphthaldehyde 
and 2-methyl-N- [3- ( 4 -piperidinyl) phenyl Ipropanamide: 

ESMS m/e: 445.2 (M + H)*. 

5 Example 198 

N-(3-{l' [4- (3,4-DICHLOROPHENOXY)BENZyi-3 -4- 

PXPERrDINYIi}FHEN7Ii) - 2 -HETHYLPROPAllAMIDE : Prepared by 
Procedure F and Scheme R using 4-(3,4- 
dichlorophenoxy) benzaldehyde and 2 -methyl -N- [3 - (4 - 
10 piperidinyl) phenyl] propanamide: ESMS m/e: 497.1 (M + H)*. 

Example 199 

N'(3-il- [4- (DIPHEMYIiAUINO) BENZYL] -4-PIPERIDIXnn[.}PHEllYL) - 
2-METHYLPROPAllAMIDEs Prepared by Procedure F and Scheme 
15 R using 4- (diphenylamino) benzaldehyde suid 2-methyl-lir- t3- 
(4-piperidinyl)phenyi]propanamide: ESMS m/e I 504.2 (M + 
H)^ 

Example 200 

20 N-{3-[l-({2,5OIMETHYL-l-[3-(TRlPLU0R0METHYL)PHBlI^ 
PYRROi;--3-YL}MBTHYL> -4-PIPERIDINYLl PHBNYL}-2- 
METHYZlPROF2^NAMIDE s Prepared by Procedure F and Scheme R 
using 2, 5-dimethyl-l- [3- (trifluoromethyl) phenyl] -IH- 

pyrrole-3-carbaldehyde and 2-raethyl-N- [3- {4- 

25 piperidinyl) phenyl] propanamide: ESMS m/e: 498.2 (M + H)*. 

Example 201 

2-METHYL-N-f 3-{l- [1- (2-PHENYI.-l,3-THIAZOL-4-YL) ETHYL] -4- 
PIPERIDINYL} PHENYL) PROPANAMIDE: Prepared by Procedure F 
30 and Scheme R using 1- (2-phenyl-l, 3-thiazol-4-yl) etlianone 

and 2 -methyl - [ 3 - { 4 -piperidinyl) phenyl] propanamide : 

ESMS m/e: 434.2 (M + H)*. 
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Exan^le 202 

N-(3-{l- [ (5-CHi:iOR0-3-METOTL-l-PHENyL-lJr-PYRAZOL-4- 
YL) METHYL] -4 -PIPERIDINYL} PHENYL) -2-METHYLPROPANAMIDE : 

Prepared by Procedure F and Scheme R using 5-chloro-3- 
5 methyl - 1 -phenyl - IH-pyrazole - 4 - carbaldehyde and 2 -methyl - 
jjr- [3 - ( 4 -piperidinyl ) phenyl] propamamide : ESMS m/e : 451.2 
(M + H)*. 

Exainple 203 

10 2-METHYL-JRr-f 3-{l- I (2 -PHENYL- 1H-IMIDAZOL-4-YL) METHYL] -4- 

PIPERXDINYL}PHENYL)PROPAMMSIDBs Prepared by Procedure F 
and Scheme R using 2 -phenyl- lH-imidazole-4 -carbaldehyde 
and 2-methyl-N- [3- ( 4 -piper idinyl) phenyl] propanamide : 

ESMS m/e: 403.2 (M + H)*. 

15 

Exasiple 204 

jy. [3- [4-BROMO-l- (4-CHLOROBENZYL) -lH-PYRAZOL-5- 

YL] methyl} -4 -PXPERXDINYL) PHENYL] -2-METHYLPROPANAMIDB: 

Prepared by Procedure P and Scheme R using 4-bromo-l- (4- 
20 chlorobenzyl) -IH-pyrazole- 5 -carbaldehyde and 2-methyl-W^ 
[3- (4-piperidinyl)phenyl]propanamide: ESMS m/e: 529.1 
(M + H)*. 

Exaxnple 205 
25 2-METHYL-W-{3- [1- (3-PHENOXYBENZYL) -4- 

PIPERIDINYL] PHENYL} PROPiOIAMXDE: Prepared by Procedure F 
and Scheme R using 3-phenoxybenzaldehyde and 2 -methyl -W- 
[3- (4 -piper idinyl) phenyl] propanamide: ESMS m/e: 429.2 (M 
+ H)*. 

30 

Bxanrple 206 

N-(3'{X- [3-(3,4-DICHLOROPHENOXY)BENZYL] -4- 
PIPERZDINYL}PHENYL) - 2 -METHYLPROPiU)IAMIDB : Prepared by 



wo 03/004027 



PCT/US02/21063 



282 

Procedure F and Scheme R using 3-(3,4- 
dichlorophenoxy) benzaldehyde and 2 -methyl -J\r- [3 - ( 4 - 
piperidinyl) phenyl] propanamide: ESMS m/e: 497.15 (M + 

5 

Exaii^>le 207 

X/-f3-{l- [3- (3^5-dichlorophenoxy)benzyll -4- 
piperidinyl }phenyl) - 2 -methylprop£uiainide : Prepared by 
Procedure F and Scheme R using 3-{3,5- 
10 dichlorophenoxy) benzaldehyde and 2-methyl-N" [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 497.2 (M + H)*, 

Exan^le 208 

2-METHYi:i-/f-f3-{l* [3- {4-MBTH3riiPHBNOXZ)BBN2nn:i] -4- , . 
15 pipERIDINYL}PHKNYL) PROPANAMIDE 5 Prepared by Procedure F 
and Scheme R using 3- (4 -met hylphenoxy) benzaldehyde and 
2-methyl-lf- [3- (4 -piperidinyl) phenyl] propanamide: ESMS 
jn/e: 443.2 (M ^ H)*. 

20 Example 209 

2-MBTHXL-N- [3- (l-{3- [3- (TRIPLUOROMETHYL) PHENOXY] BENZYL} - 
4-PIPERIDINYL) PHENYL] PROPANAMIDE : Prepared by Procedure 
F and Scheme R using * 3- ES- 

Ctrif luoromethyl)phenoxy]benzaldehyde and 2 -methyl -N- [3- 

25 (4-piperidinyl)phenyl]propanamide: ESMS m/e: 497.2 (M + 

H)*. 

Example 210 

Idr-f3-{l- [3- (4-CBLOROPHENOZY) BENZYL] -4- 
30 PIPERIDINYL}PHEMYL)-2-HETHYLPR0PANAMIDE: Prepared by 

Procedure F and Scheme R using 3-(4- 
clilorophenoxy ) benzaldehyde and 2 -methyl -N- [3 - ( 4 - 

piperidinyl) phenyl] propanamide: ESMS m/e: 463.2 (M + H)*. 
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Exas^le 211 

N-(3'{1- [3- (DIMETHYLAMINO) BENZYI.] -4-PIPERIDINYI.}PHENyL) - 
2-METHYIiPROPANAMIDE: Prepared by Procedure F and Scheme 
5 R using 3- (dimethylamino)benzaldehyde and 2-niethyl-N- [3- 
(4-piperidinyl)phenyl]propanamide: ESMS m/e: 380.2 (M + 

Example 212 

N-f3-{l- [3-{4-METH0XYPHEN0XY)BENZYLl-4- 

PlPERIDINYri}PHEliyii) -2-METHYLPROPAKAMIDEs Prepared by 
Procedure F and Scheme R using 3- (4- 
methoxyphenoxy) benzaldehyde and 2-methyl-N- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/ei 459,2 (M + 
H)^ 

Example 213 

N-f 3-{l- [3- (4-TKRr-BUTYI.PHEN0Xy)BBNZYLl -4- 
PXPERi:dxiiyi«}phekyl) -2-METHyLPROPAKAUIDE: Prepared by 
20 Procedure F and Scheme R using 3-(4-tert- 
butylphenoxy) benzaldehyde and 2-methyl-X/- [3 - (4- 

pxperidinyl) phenyl] propanamide: ESMS m/ez 485-3 (M + 
H)*. 

25 Example 214 

2-METHn..l/-f 3-{l- t3-NITRO-4- (l-PIPERIDINYL) BENZYL] -4- 
PXPERIDIHin:i}PHEMYL)PROPJai&MXDE: Prepared by Procedure F 
and Scheme R using 3-nitro-4- (l-piperidiiiyl)l)enzaldehyde 
and 2-methyl-JPJ- [3- ( 4 -piperidinyl) phenyl] propanamide: 

30 ESMS m/e: 465.2 (M + H)*. 

Example 215 



10 



15 
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N-O-ll- I (3^4- DIMETHYLTHIENO[2,3-" 
BlTHIEN- 2 -YL) METHYL] -4-PIPERIDINyL}PHENyii) -2- 
METHYLPROPAMAMIDE: Prepared by Procedure F and Scheme R 
using 3 , 4 -dimethyl thieno [2, 3-Jb] thiophene-2-carbaldehyde 
5 and 2-methyl-J^r- [3- (4-piperidinyl) phenyl] propanamide : 

ESMS m/e: 427,1 (M + H)"^. 

Exaisple 216 

2-METHYL-jP/-{3- [1- ({3- [4- (TRIFLUOROMETHYL) PHEOTL] -IH- 
10 PYRAZ0L-4-YL}METHY1:.) -4-PIPBRIDlNYL] PHENYL }PRpPAHAMIDE: 

Prepared l>y Procedure P and Scheme R using 3-[4- 
(trif luoromethyl) phenyl] -lH-pyrazole-4-carbaldehyde and 
2-methyl-2i- [3- (4-piperidinyl) phenyl] propanamide: ESMS 
m/e: 471.1 (M + H)^. 
15 Example 217 

2-METOYL-lSr-f3-{l- [4- (lH-1,2, 4-TRIAZOL-l-YL) BENZYLl -4- 
PIPERIDIN7L}PHENYL) PROPANAMIDE: Prepared by Procedure E 
and Scheme R using 4- (lH-l,2,4-triazol-l-yl)benzaldehyde 
and 2-methyl-lf- [3- (4-piperidinyl) phenyl] propanamide : 

20 ESMS m/e: 404.1 (M + H)*. 

Exan^le 218 

2-MBTHYL-K-f 3-{l- [ (5 -METHYL- 1 -PHENYL- 1H-PYRA2;0L- 4- 
YL) METHYL] -4-PZPER1DINYL}PHENYL) PROPANAMIDE: Prepared by 
25 Procedure F and Scheme R using 5 -methyl -1 -phenyl -IH- 
pyra2ole-4-carbaldehyde and 2-methyl-N- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 417.1 (M + 
H)^ 

30 Eacainple 219 

2-METHYL-ir-f3-{l- [4- (4-MORPHOLINyL) -3-NITROBENZYLl -4- 
PIPERIDINYL}PBENYL) PROPANAMIDE: Prepared by Procedure F 
and Scheme R using 4- {4-morpholinyl) -3-nitrobenzaldehyde 
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and 2 -methyl -1^- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 467.1 (M + H)*. 



Example 220 

5 N'{3- [1- ({5- [2-CHL0R0-4- (TRIFLUOROMETHYL) PHENYIi] -2- 

FURYL}METHYL) -4 -PIPERIDINYL] PHENYL} -2 -METHYLPROPAUAMIDE: 

Prepared by Procedure P and Scheme R using 5-[2-chloro- 
4 - ( trif luoromethyl ) phenyl] -2 - f uraldehyde and 2 -methyl -N- 
[3- (4-piperidinyl)phenyl]propanamide: ESMS m/e: 505.0 (M 
10 + H)*. 



Example 221 

ETHYL 4- ({4- [3- (ISOBUTYRYIAMINO) PHENYL] -1- 

PIPERIDINYL}METHYL) -2^5-DIMETHYL-1-PHENYL-1H-PYRR0LE-3- 
15 CARBOXYLATE: Prepared by Procedure F and Scheme R using 
ethyl 4-formyl-2, 5-dimethyl-l-phenyl-lH-pyrrole-3- 

carboxylat e and 2 -methyl - JJ- [3 - { 4 - 

piperidinyl) phenyl] propanamide: ESMS jn/e: 502.2 (M + H)*. 

20 Exainple 222 

ETHYL 5-(4-CHLOR0PHENYL)-2-({4- [3- 

(ISOBUTYRYLAMINO) PHENYL] -1-PIPERIDINYL}METHYL) -3- 
FUROATB: Prepared by Procedure F and Scheme R using 
ethyl 5- {4-chlorophenyl)-2-formyl-3-furoate and 2- 

25 methyl-N- [3- (4-piperidinyl) phenyl] propsuiamide: ESMS m/e: 
509.0 (M + H)*. 

Exainple 223 

l/-{3- [1- (2,3-DIHYDRO-1^4-BEN20DIOXIN-6-YLMETHYL) -4- 
30 PIPERIDINYL] PHENYL} -2-METHYLPROPANAMIDE: Prepared by 

Procedure F and Scheme R using 2, 3-dihydro-l,4- 
benzodioxine-6-carbaldehyde and 2-methyl-X/- [3- (4-: 
piperidinyl) phenyl] propanamide: ESMS m/ez 395.1 (M + H)*. 
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Exaxiiple 224 

2-METHni-2^-f3-{l- [(6-PHENOXY-3-PYRIDINYI.)METHyi.l -4- 
PIPKRIDINYIi}PHENYL)PROPAKaMIDE: Prepared by Procedure P 
5 and Scheme R using 6-phenoxynicotinaldehyde and 2- 
methy 1 -1^- [ 3 - { 4 -piperidinyl ) phenyl] propanamide : ESMS m/e : 
430.1 (M + H)*. 

Exaznple 225 

10 2-METHYIi-2a'- [3- [5- (2-PYRIDINYL) - 2 -THIKNYLl METHYL} -4- 

PIPERIDINYL) PHENYL] PROPANAMIDE: Prepared by Procedure F 
and Scheme R using 5- (2-pyridinyl) -2- 

thiophenecarbaldehyde and 2-methyl-l^- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 420.1 (M + H)*. 

15 • 

Exasple 226 

2-METHYL-l/-{3- [1- ({5- [l-METHYL-3- (TRIFLUOROMETHYL) -IH- 
PYRAZ0L-5-YL] -2-THIENYL}HETHYL) -4- 

PIPERIDINYL]PHEMYL}PROPANAMIDE: Prepared by Procedure F 
20 and Scheme R using 5- [l-methyl-3- (trif luoromethyl) -IH- 
pyrazol-5-yl] -2-thiophenecarbaldehyde and 2-methyl-l\r- [3- 
( 4 -piperidinyl) phenyl] propanamide: ESMS m/e: 491.0 (M + 
H)\ 

25 Example 227 

2-HETHYL-ir- [3- (l-{ [1- (PHENYLSULFONYL) -lH-INDOIi-3- 
YL] methyl} -4 -PIPERIDINYL) PHENYL] PROPANAMIDE : Prepared by 
Procedure P and Scheme R using 1- (phenylsulfonyl) -IH- 
indole- 3 - carl>aldehyde and 2 -methyl -N- [ 3 - ( 4 - 

30 piperidinyl) phenyl] propanamide: ESMS m/e: 516.1 (M + H)*. 

Example 228 
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lir-f3-{l- [(l,5-DIMETHyi.-3- OXO-2-PHEimi-2, 3-DIHYDRO- 

lH-PYRAZOrl-4-yL)METHYL] -4-PIPERIDINyL}PHBNyii) -2- 
METHYIiPROPANAMIDE: Prepared by Procedure F and Scheme R 
us ing 1,5- dimethyl - 3 - oxo - 2 -phenyl -2,3- dihydro- IH- 

5 pyrazole-4-carbaldehyde and 2-methyl-l^- [3- (4- 

pdperidinyl)phenyl]propanamide: ESMS m/ei 447.2 (M + H)*. 

Example 229 

^-f3-{l- E4- (4-2!KRr-BUTni-l,3-THIAZOL-2-YIi)BENZyii] -4- 
10 PIPERXDINY]:.}PHE]m.)-2-METHn.PSOPANAMIDEt Prepared by 
Procedure P and Scheme R using 4- (4- tert-butyl-l,3- 
thiazol-2-yl)benzaldehyde and 2-methyl-N- [3- (4- 
piperidinyl) phenyl] propanamide . 

15 Example 230 

lir-{3- [1- (2,3-DZHSI)RO-l-fiENZOFURAN-5-Yi:iHETHYL) -4- 
PXPERXDZNYL]PHEN7L}-2-METHYI:iPR0PANAMIDE: Prepared by 
. Procedure F and Scheme R using 2,3-dihydro-l-benzofuran- 
5-carbaldehyde and 2 -methyl --W- [3- (4- 

20 piperidinyl) phenyl] propanamide: ESMS in/e: 379.1 (M + H)*. 

Example 231 

2-METHYIi-JJ/-f3-{l- [ (4-.METHin:.-2-PHENYI.-5- 
PYRXMXDXNYL)METHY£>] -4-PIPERIDXlfZL}PHSNYIi) PROPANAMIDE: 
25 Prepared by Procedure F and Scheme R using 4 -methyl -2 - 
phenyl- 5 -pyrimidinecarbaldehyde said 2-methyl-^- [3- (4- 
piperidinyl ) phenyl] propanamide : ESMS m/e: 429.2 (M + H)*. 

Exas^le 232 

30 J^-{3- [1- (2,l,3-BENZ0THIADIAZ0L-5-YIiMETHyL) -4- 

PIPBRIDINYIi] phenyl} - 2 -METHYLPROPANAMIDE : Prepared by 
Procedure F and Scheme R using 2,1, 3-benzothiadiazole-5- 
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carbaldehyde and 2 -methyl- JNr-[3-(4- 
piperidinyl) phenyl] propanamide: ESMS m/e\ 395-1 (M + H)*. 

Exan^le 233 

5 2-METHrL-J^-f3-{l- t{5-PHENYL-2-THIENyL)MKTHYLl -4- 

PIPERIDINYL}PHENYL) PROPANAMIDE: Prepared by Procedure F 
and Scheme R using 5-phenyl-2-thiophenecarbaldehyde and 
2-methyl-l^- [3- (4-piperidinyl) phenyl] propanamide: ESMS 
m/e: 419.1 (M + H)*. 

10 

Exaa^le 234 

j^^{3. [1- (3,40IHyDRO-2H-1^5-BEN20DIOXEPIN-7-yiaiETHyL)-4- 
PIPERIDINYL] PHEHYIi} - 2 -HETHYLPROPANAMIDE s Prepared by 
Procedure F and Scheme R using 3,4-dihydro-2H-l,5- 
15 benzodioxepine-7-carbaldehyde and 2-methyl-W^ [3- (4- 
piperidinyl)phenyl]propanamide: ESMS in/e: 409-2 (M + 

Exasqple 235 

20 2-METHYL-iy- [3- (l-{ [3- (2-THIEira:i) -lff-PYRAZOL-4- 

YIi] METHYL} -4 -PIPERIDINYL) PHENYL] PROPANAMIDE : Prepared by 
Procedure F and Scheme R using 3- (2-thienyl) -IH- 
pyrazole-4-CcLrbaldehyde and 2-methyl-N- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 409.1 (M + H)*. 

25 

Exan^le 236 

N-{3- [1- ( [1,1' -BITHIENYLl -4-YLMETHYL) -4- 

PIPERIDINYL] PHENYL} - 2 -MBTHYLPROPANAMIDB : - Prepared by 
Procedure F and Scheme R using 2, 2' -Bithiophene-S- 
30 carboxaldehyde and 2-methyl-jr- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 425.0 (M + H)*. 

Example 237 
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J^-f3-{l- t (2, 2 -DIMETHYL- 3 ,4-DIHyDRO-2H-CHROMEN-6- 

YL)METHYI.] -4-PIPERIDINYL}PHENyL) -2-MBTHYLPROPANAMIDEs 

Prepared by Procedure F and Scheme R using 2, 2 -dimethyl - 
6-chroraanecarbaldehyde and 2-methyl-N- [3- (4- 

5 piperidinyl) phenyl] propanamide: ESMS m/ei 421.2 (M + H)*. 

Exaxitple 238 

2-METBnrL-N-{3- [1- ({5- [l-METHyL-5- (TRIFLUOROMETHYL) -IH- 
PYRAZOL-3-YL1 -2-THIENyi:i}B!ETHYL) -4- 
10 PIPERIDINYL] PHEirai}PROPANAMIDE: Prepared by Procedure F 
and Scheme R using 5- [l-methyl-5- (trif luoromethyl) -IH- 
pyrazol-3-yl] -2-thiophenecarbaldehyde and 2 -methyl -J^- [3- 
(4-piperidinyl) phenyl] propanamide: ESMS m/e: 491.1 (M + 

15 

Exanple 239 

2-METHYL-N-r3-{l- [ (2-PHENYL-l, 3-THIAZOL-4-YL) METHYL] -4r 
PIPERIDINYL}PHEllYL)PR0jPiajtAMXDE8 Prepared by Procedure F 
and Scheme R using 2-phenyl-l,3-thiazole-4-carbaldehyde 
20 and 2-methyl-N- [3- (4-piperidinyl) phenyl] propanamide : 

ESMS m/e: 420.0 (M + H)^. 

Example 240 

2-HETHYL-l^-r3-{l* [(3-PHE2IOXY-*2-THIENYL)METHYL] -4- 
25 PIPERIDXNYL}PHEH3n[i) PROPANAMIDE: Prepared by Procedure F 

and Scheme R using 3-phenoxy-2-thiophenecarbaldehyde and 
2-methyl-J/- [3- (4-piperidinyl) phenyl] propanamide: ESMS 
m/ez 435.0 (M + H)"^. 

30 Example 241 

l^-{3- U- ({2- [ {4-CHLOROPHENYL) SULPANYL] -3- 
THXENYL}METHYL) -4 -PIPERIDINYL] PHENYL}-2- 
METETYLPROPANAMIDE: Prepared by Procedure F and Scheme R 
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using 2 - [ (4 - chlorophenyl ) sulf anyll -3 - 

thiophenecarbaldehyde and 2-raethyl-Jff- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/ei 485.0 (M + H)*. 

5 Exasple 242 

Iflr- [3- (l-{ [1- {4-CHI.OROPHENn.) - Iff- PYRROL- 2 -YL] METHYI.}-4- 
PlPERIDIlinrL)PHKNyLj-2-MBTHYIiPR0PAlK^ Prepared by 

Procedure F and Scheme R using l- (4-chlorophenyl) -IH- 
pyrrole-2-carbaldehyde and 2-methyl~//- [3- (4- 

10 piperidinyl) phenyl] propanamide: ESMS m/ei 436.0 (M + H)*. 

Example 243 

2-METHYL-W^-{3- [1- ({5- [2- (TRIPLUORGMETHOXY) PHENYL] -2- 
FUR'n:.}METHyL) -4 -PIPERIDINYL] PHENYL} PROPANAMIDE: 

15 Prepared by Procedure F and Scheme R using 5-[2- 
(trifluoromethoxy) phenyl] -2-furaldehyde and 2-methyl-'l^- 
[3- (4 -piperidinyl) phenyl] propanamide: ESMS m/e: 487,1 (M 
+ H)*. 

20 Exas^le 244 

2-METHYL-N-f3-{l- [2- ( 4 -MORPHOLINYL) BENZYL] -4- 
PIP&RIDINYL}phENYL) PROPANAMIDE: Prepared by Procedure F 
cuad Scheme R using 2- (4-morpholinyl)benzaldehyde and 2- 
methyl-JNT- [3- (4-piperidinyl)phenyl]propanamide: ESMS 

25 m/e: 422.2 (M + H)*. 

Example 245 

[3- (l-{ [3- (4-METHOXyPHENyL) -lH-PYRAZOL-4-^3ni] METHYL} -4- 
PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
30 Procedure F and Scheme R using 3- {4-methoxyphenyl) -IH- 
pyrazole-4-carbaldehyde and 2-methyl-J/- [3- (4- 

plperidinyl) phenyl] propanamide: ESMS m/e: 433.1 (M + 
H)\ 
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Exainple 246 

2-METHYL-W^-f3-{l- [4- (1H-PYR2^0L-1-YL) BENZYL] -4- 
PIPBRIDINyL}PHBNyii)PROPANAMIDE: Prepared by Procedure F 
5 and Scheme R using 4- (IH-pyrazol-l-yl)benzaldehyde and 
2-methyl-2^- [3-- ( 4 -piperidinyl) phenyl] propanamide: ESMS 
m/e: 402,8 (M + H)*. 
Example 247 

2-BIETHYL-N-{3- [1- (4-QUINOLINYIJ6JETHYL) -4- 
10 PIPERIDINYL] phenyl} PROPANAMIDE: Prepared by Procedure F 
and Scheme R using 4-quinolinecarbaldehyde and 2-methyl- 
JJ- [3- (4-piperidinyl)phenyll propanamide: ESMS m/e: 388.1 
(M + H)"^. 

15 Example 248 

2-HETHYL-JBr-r3-{l- [4- ( 4 -MORPHOLINYL) BENZYL] -4- 
PIPERIDINYL}PHENYL) PROPANAMIDE: Prepared by Procedure F 
and Scheme R using 4-{4-morpholinyl)benzaldehyde cuid 2- 
methyl-2ff- [3- (4 -piperidinyl) phenyl] propanamide: ESMS m/e: 

20 422.5 (M + H)*. 

Exaxnple 249 

2-METHYL-I/-f3-{l-[4- (2 -THIENYL) BENZYL] -4- 
PIPERIDINYL}PHENYL) PROPANAMIDE s Prepared by Procedure F 
25 and Scheme R using 4- (2-thienyl)benzaldehyde and 2- 
methyl-JV*- [3- (4-piperidinyl)phenyl]propanamide: ESMS m/e; 
419.1 (M + H)*. 

Example 250 

30 2-METHYL-J/-f3-{l- [ (2-METHYL-5-PHBNYL-3-FXJRYL) METHYL] -4- 

PIPERIDINYL} PHENYL) PROPANAMIDE: Prepared by Procedure F 
and Scheme fe using 2-methyl-5-phenyl~3-furaldehyde and 
2~methyl-N- [3 - (4-piperidinyl) phenyl] propanamide : ESMS 
m/e: 417.2 (M + H)*. 
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Example 251 

N'(3-{1- [3- (CTCLOPKNTYLOXY) -4-METHOXyBENZYL] -4- 
PIPERIDINYL}PHENyL) -2-METHYLPROPANAMIDEs Prepared by 
5 Procedure F and Scheme R using 3- (cyclopentyloxy) -4- 
methoxybenzaldehyde and 2 -methyl [3- {4- 

piperidinyl)phenyl]propanaraide: ESMS m/e: 451.1 (M + 

n)\ 

10 Example 252 

2-METHYL-jr"{3- [1- ({5- [4- (TRIFLtJOROMETHOrsr) PHENYL] -2- 
FnRYL}METHyL) -4-PIPBRlDINYL] PHEN7Ii}PROPANAHXDE: 
Prepared by Procedure F and Scheme R using 5-[4- 
( t rif luoromet hoxy ) phenyl ] - 2 - f uraldehyde and 2 -methyl 

15 [3- (4-piperidinyl) phenyl] propanamide: ESMS m/e: 487.1 

(M + H)*. 

Example 253 

N-{3- [1- (l-BENZOTHIEN-2-YIJffiTHyi.) -4-PIPBRIDrMYIi] PHENYL}- 
20 2-METHYIiPROPANAMIDE: Prepared by Procedure F and Scheme 
R using l-benzothiophene-2-carbaldehyde and 2-methyl-N- 
[3- (4-piperidinyl)phenyl]prqpanamide; ESMS m/e: 393.2 (M 
+ H)*. 

25 Example 254 

2-HETHYi:i-N-{3- [1- ({5- [3- (TRIFIiUOROHETHOXY) PHENYL] -2- 
FURYL}HETHYL) «-4-PIPBRIDINYL] PHBNYL}PROPANi^DE: 

Prepared by Procedure F and Scheme R- using 5-[3- 
( tr if luoromethoxy) phenyl] - 2 - f uraldehyde and 2 -met hyl -N- 
30 [3- (4-piperidinyl) phenyl] propanamide: ESMS m/e; 487.2 (M 

+ H)*. 

Example 255 
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2-METHyii-i^-{3- [1- (2- QUINOIiINYIMETHYL) -4- 

PIPERIDIira[i]PHENYL}PROPANAMIDE: Prepared by Procedure F 
and Scheme R using 2-c[uinolinecarbaldehyde and 2 -methyl- 
[ 3 - ( 4 -piper idinyl ) phenyl ] propanaraide : ESMS m/e ; 388,1 
5 (M + H)*. 

Example 256 

N-(3-{l' 14- ( Iff- miDAZOL-l-YL) BENZYL] -4- 

PIPERIDINYL}PHENYI.) - 2 -METHYI.PR0PANM1IDE : Prepared by 
10 Procedure F and Scheme R using 4- (IH-imidazoI-l- 
yl) benzaldehyde and 2-methyl-J/- [3 - (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 403.2 (M + H)*. 

Example 257 

15 Jr-{3- [1- (9H-FI.nORE£r-2-YLMETflYIi) -4-PXPERIDIHYL] PHENYL}-2^ 

METHYLPROPANAMIDE: Prepared by Procedure F and Scheme R 
using 9H-f luorene-2-carbaldehyde and 2-methyl-<»r- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 425.1 (M + H)*. 
Example 258 

20 METHYL 3- [5- ({4- [3- (ISOBUTYRYLAMINO) PHENYL] -1- 

PIPERIDINYL}METHYL) -2-FURYL] -2-THIOPHENECARBOXYIiATE: 
Prepared by Procedure F and Scheme R using methyl 3-{5- 
f orrayl-2-furyl) -2-thiophenecarboxylate and 2-methyl--^^- 
[3- (4 -piperidinyl) phenyl] propanamide: ESMS m/e: 467.1 (M 

25 + H)*, 

Example 259 

2-METHYL-ir-{3- [1- (4-PHSNOXYBENZYL) -4- 

FIPERIDINYL]PHENYIi}PROPANAMIDE: .Prepared by Procedure P 
30 and Scheme R using 4-phenoxybenzaldehyde and 2 -methyl -Jf- 
[3 - ( 4 -piperidinyl) phenyl] propanamide : ESMS m/e: 429 . 2 
(M + H)*. 
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Exaiqple 260 

jy-{3- [1- ( [l^l'-BIPHEOTIi] -4-YIiMETHn.) -4- 

PXPERIDXNYL] PHEami} - 2 -UaBTHTLPROPAlU^DE : Prepared by 
Procedure F and Scheme R using [1, 1 » -biphenyl] -4- 
5 carbaldehyde and 2-methyl-^- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 413.2 -(M + 

Exan^le 261 

N-f3-{l- [4- (DIBDTYIAMINO) BENZYL] -4-PIPERIDINYL}PHENYL) - 
2"BfETHYI>PROPAl!lAHIDEt Prepared by Procedure F and Scheme 
R using 4- (dibutylamino)benzaldehyde and 2 -methyl -N- [3 ~ 
(4-piperidinyl) phenyl] propanamide: ESMS m/e: 464.6 (M + 

Exan^le 262 

2-METHyL-W- [3- CI- {4- [ {4-METHVLPHENYL) SULFANYL] -3- 
NITROBENZYI.}-4-PXPERIDIliY]:i) PSDSNYI.] PROPAIKAMIDE s Prepared 
by Procedure F cuxd Scheme R using 4-[(4- 
methylphenyl ) sulf anyl] - 3 -nitrobenzaldehyde and 2 -methyl - 
N- [3 - (4 -piperidinyl) phenyl] propanamide : ESMS m/r e 504 . 2 
(M + H)*. 

Exajonple 263 

2-MKTHYI.-U-f3-{l- [4- (1, 2, 3-THIADIAZOL-4-yL) BENZYL] -4- 
25 PIPERIDINYL}pHENYL) PROPANAMIDE: Prepared by Procedure F 
and Scheme R us ing 4 - ( 1 , 2 , 3 - thiadiazol - 4 -yl ) benzaldehyde 
and • 2 -methyl -N- [ 3 - ( 4 -piperidinyl ) phenyl ] propanamide : 
ESMS m/e: 421-1 (M + H)*. 

30 l-(3-{ [(15) -3-CHLORO-1-PHENYLPROPYL]OXY}PHENYL)ETHANONE: 

(IR) -3-Chloro-l-phenyl-l-propanol (1.000 g, 5.86 mmol) , 
1- (3-hydroxyphenyl) ethanone (0.797 g, 5.86 mraol)*, 
triphenylphosphine (1.54 g, 5.86 mmol) and 



10 



15 



20 
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diethylazodicarboxylate (1.53 g, 8.79 mmol) were 

combined in a flask, which was immediately flushed with 
axgon. THF (20 mL) was added and the mixture was 
stirred overnight under argon. THF was removed in 
5 vacuo, the crude product was dissolved in 50 mL of 
CH2CI2/H2O (1:1) and the orgmic layer was separated and 
dried over MgS04. After removing the solvent in vacuo, 
the residue was purified by flash chromatography using 
10 % ethyl acetate/hexane to yield the desired product 
10 (900 mg, 76.0 %) : NMR (400 MHz, CDCI3) 5 7.49-7.46 (m, 

2H), 7.40-7.26 (m, 6K) , 7.07-7.04 (m, IH) , 5.46-5.43 
(dd, IH, J = 4.4 Hz, 8-8 Hz) , 3 . 84-3 , 78 (m, IH) , 3^64- 
3.59 (m, IH), 2.52 (s, 3H) , 2.51-2.46 (m, IH) , 2.29-2.22 
(rn, IH) . 

15 

4 - (3 , 4 -DIFL0OROPHENOXy ) BENZALDEHYDE : 4 - 

Pluorobenzaldehyde (5.32 mL , 49.6 mmol ) , 3,4- 
difluorophenol (7.10 g, 54.6 mmol) and K2CO3 (8.31 g, 
60.1 mmol) were combined in a flask, which was 

20 immediately flushed with argon. DMF (50.0 mL) was added 
and the mixture was heated at reflux tinder argon for 6 
h. Upon cooling to room temperature, EtOAc (100 mL) and 
H2O (100 mL) were added; the ethyl acetate layer was 
separated and washed with H2O (2 X 100 mL) . The combined 

25 organic layers were washed with brine, dried over MgS04, 
and the solvent was removed in vacuo. The desired 
product was obtained (11.4 g, 98.0 %) : ^H NMR (400 MHz, 
CDCI3) 5 9.9.5 is, IH), 7.88 (dd, 2H, J= 0.8 Hz, 8.8 Hz), 
7.24-7.17 (m, IH) , 7.07 (d, 2H, J = 8.8 Hz), 6.97-6.92 

30 (m, IH), 6.86-6.82 (m, IH) ; ESMS xn/e: 235.0 (M + H)*. 

TSRT'BUTTL 4 - ( 4 , 4 , 5 , 5 - TBTRAMETHYL- 1 , 3 / 2 -DIOXABOROLAN- 2 - 
YL)-.3,6-DIHYDRO-l(2H)-PYRIDINBCARBOXYIiATE: To a flask 
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were added bis (pinacolato) diboron 

(422 mg, 1.66 ramol) , KOAc (444 mg, 4.53 mmol) , PdCladppf 
(37.0 mg, 3.00 mol%) , dppf (25.0 mg, 3.00 mol%) and the 
flask was flushed with argon, A solution of tert-butyl 
5 4-{ [ (trif luoromethyl) sulf onyl] oxy} -1 , 2,3, 6-tetrahydro-l- 
pyridinecarboxylate (500 mg, 1.51 ramol) in 1,4-dioxane 
(10.0 ml) was added and the mixture was stirred at 80 °C 
overnight- The mixture was filtered through Celite and 
the filtrate was evaporated in vacuo. The resulting 

10 residue was dissolved in EtOAc and washed with H2O, 
followed by brine. The organic layer was dried over 
MgS04, filtered and concentrated in vacuo. The crude 
material was purified by flash chromatography (10% 
EtOAC/hexane) to give tert-butyl 4- (4, 4, 5, 5-tetramethyl- 

15 1,3 , 2-dioxaborolan-2-yl) -3 , 6-dihydro-l (2H) - 

pyridinecarboxylate (355 mg, 76.0%): NMR (400 MHz, 
CDCI3) 6 6.44 (br s, IH) , 3.93 (br s, 2H) , 3.42 (br s, 
2H), 2.21 (br s, 2H) , 1.45 (s, 9H) , 1.25 (s, 12H) ; ESMS 
m/ei 310.4 (M + H)*. 

20 

jyr-r6-BROMO-2-FYRZDI]mi) -2-METHYLPROPANAMlDS: Prepared 
by Procedure Ql using 2-methylpropanoyl chloride and 6- 
bromo-2-pyridinamine: ESMS m/e: 242.8 (M + H)*. 

25 TERT-BUTYI. 4- [6- (ISOBUTYRYLAMINO) -2-PYRIDIOTLl -3^6- 

DIHYDRO- 1 (2H) -PYRlDXKECARBOmiATE : Prepared by 

Procedure W and Scheme AP using f6-bromo-2-pyridinyl) - 
2 -me t hylpropanamide and ter t -butyl 4-(4,4,5,5- 
tetramethyl-1, 3 , 2-dioxaborolan-2-yl) -3 , 6-dihydro-l (2H) - 

30 pyridinecarboxylate: ESMS m/e: 245.8 (M - 100)*. 

2-METHni-N- [6- (4-PIPERIDZimi) -2-PVRrDXNYL] PROPAMAMIDB: 

Prepared by Procedures X and Y, Schemes AG and AH, 
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respectively using tert- butyl 4- [6- 

(isobutyrylamino) -2-pyridiiiyl] -3, 6-dihydro-l (2H) - 
pyridinecarboxylate : ESMS m/e: 248.1 (M + H)*, 

5 Example 264 

N-(6-{l- [4- (3,4-DIHETH7ZJ»HENn.) -4-OZOBnTYL] -4- 
PIPERXDXKnrL}-2-PYRIDI]m.) -2'-MBTHYIJ»ROPiaiIAHIDE: Prepared 
by Procedure G and Scheme AX using 4-cliloro--l- (3,4- 
diTnethylphenyl) -1-butanone and 2-methyl-N- [6- (4- 
10 piperidinyl) -2-pyridinyl]propanamide: ESMS m/e: 422.1 (M 
+ H)*. 

Exaniple 265 

J7-f6-{l- [4,4-BIS(4-FI.UOROPHENYL)BUTYL] -4 -PIPERIDINYL} -2- 
15 PYRIDINYL) -2-METHyLPROPANAMIDE: Prepared by Procedure G 

and Scheme AI using 1- [4-chloro-l- (4- 

fluorophenyl) butyl] -4-fluorobenzene and 2-methyl-N- [6- 

( 4 -piperidinyl) -2 -pyridinyljpropanamide: ESMS m/e: 492.2 

(M + H)*. 

20 

Example 266 

N-f6-{l-[4-(3,4 -DIFZiUOROPHENOXY) BENZYL] - 4 -PIPERZDZNYL} - 
2-PYRIDINYL) -2-METHYLPROPANAMIDS: Prepared by Procedure 
AA and Scheme AJ using 4-(3,4- 

25 dif luorophenoxy)benzaldehyde and. 2-methyl-N- [6- (4- 
piperidinyl) -2-pyridinyl] propanamide : ESMS m/e: 466 . 0 (M 
+ H)*. 

N-(3 -BROMO-4 -MBTHYLPHENYL) -2 -METHYLPROPANMUDE : 

30 Prepared by Procedure Ql using 2-methylpropanoyl 
chloride and 3-bromo-4-methylaniline: ESMS m/e: 255.9 (M 
+ H)*. 
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TERT'BXSTYh 4- [5- (ISOBnTYRYUOmiO) -2- 

METEYIiPHENlTL] -3 , 6.-DXHYDR0-1 (2H) -PYRZDlNECARBOZYZJlTEt 

Prepared by Procedure W and Scheme AP using N- f3-bromo- 
4-methylphenyl) -2-methylpropanamide and tert-butyl 4- 
5 (4,4,5, 5-tetramethyl-l, 3 , 2-dioxaborolan-2-yl) -3,6- 

dihydro-1 (2H) -pyridinecarboxylate: ESMS m/ez 259.1 (M - 
100)*. 

2-METHyi.-l/- [4-METHZL-3- (4- 
10 PIPKRIDHraOPHENYLlPROPANAMIDEs Prepared by Procedures 
X and Y, Schemes AG and AH, respectively using tert- 
butyl 4- [5~ (isobutyrylamino) -2-methylphenylJ -3,6- 

dihydro-1 (2H) -pyridinecarboxylate: ESMS m/ez 261.0 (M + 
H>\ 

15 

Example 267 

N-f3-{l-. [4- {3,4-DIFLUOROPHENOXY)BENZYi:,] -4-PIPERIDINYL}- 
4 -METHyi.PHENyL) - 2 -METHYLPROPANMCTDE : Prepared by 

Procedure AA and Scheme AJ using 4-(3,4- 
20 dif luorophenoxy)benzaldehyde and using 2-methyl-JV- [4- 
me thyl - 3 - ( 4 -piperidinyl ) phenyl ] propanamide : ESMS m/e : 
479.1 (M + H)*. 

Jr-r5-BROMO-2-HETHYIiPHEIIYL) -2-inErrHYLPROPiUSEAMIDE: 
25 Prepared by Procedure Ql using 2 -methylpropanoyl 
chloride and 5-bromo-2-methylaniline: ESMS m/e: 255.9 (M 
+ H)*. 

TERr-BUTYL 4 - [3- (ISOBUTYRYLAMINO) -4 -METHYLPHENYLl -3,6- 
30 DIHYDRO-1 (2H) - PYRIDINECARBOXYLATE s Prepared by 

Procedure W and Scheme AF using f5-bromo-2- 
methylphenyl) -2-methylpropanamide and ter t-butyl 4- 
(4,4,5,5- tetramethyl -1,3,2 -dioxaborolan-2 -yl ) - 3 , 6 - 
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dihydro-1 (2H) - pyridinecaxboxylate : ESMS 

m/ez 259.1 (M - 100)*. 

2-METHyL-2^- [2-METHyL-5- (4- 
5 PIPERIDINYL) PHENYL] PROPAHAMIDE: Prepared by Procedures 
X and Y| Schemes AG and AH, respectively using tert- 
butyl 4- [3- (isobutyrylamino) -4-raethylphenyl] -3,6- 

dihydro- 1 (2H) -pyridinecarboxylate : ESMS m/e : 261.0 (M + 

10 

Example 268 

W-f 5-{l- t (9-ETHYI.-9H-CARBAZOI.-3-YI.) METHYL] -4- 
PXPERXDINYL} - 2 -HETHYLPHENYL) - 2 -HETHYLPROFANAMIDE : 

Prepared by Procedure AA and Scheme AJ using 9-ethyl-9H- 
15 carbazole-3-carbaldehyde and 2-tnethyl-lV- [2-methyl-5- (4- 
piperidinyl)phenylJpropanalnide: ESMiS m/e: 468.1 (M + H)*. 

Example 269 

ir-r5-{l- [4- (3,4-DIFLUOROPHEKOZY)BENZYL] -4-PXPERIDIIIYL}- 
20 2-M&THYLPHE1IYL) -2-2IETHYLPROPAMAMIDE: Prepared by 

Procedure AA and Scheme AJ using 4-(3,4- 
dif luorophenoxy)benzaldehyde and 2-methyl-J/- [2-Tnethyl-5- 
(4-piperidinyl) phenyl] propanamide: ESMS m/e: 479.2 (M + 
H)^ 

25 

Example 270 

N-r3-{l- i (9-ETHYL-9H-GARBAZOL-3-YL) METHYL] -4- 
PIPERIDIMYL} - 4 -METHYLPHENYL) - 2 -HETHYLPROPAMAMIDE 

Prepared by Procedure AA and Scheme AJ using 9-ethyl-9H- 
30 carbazole-3-carbaldehyde and ' 2-methyl-l^- [4-methyl-3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 468.1 (M + H)*. 
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Example 271 
2-MErHYL-JP/- [2-MBTHYL-5- (4- 

PIPERXD23IYL)PHENin:i]PROPAXIAMlDE: Prepared by Procedure 6 
and Scheme AI using 1- [4-chloro-l- (4- 

5 fluorophenyl) butyl] -4-f luorobenzene and 2-tnethyl-Jf- [2- 
methyl-5- ( 4 -piper idinyl) phenyl] propanamide : ESMS m/ei 
505.1 (M + H)*. 

Example 272 

10 J^-f 3-{l- t (35) -3- {3-ACETYLPHENOXY) - 3 - PHENYLPROPYL] -4- 

PIPERIDINYL} -4 -METHYLPHENYIi) -2 -METHYLPROPlkllAMIDE : 

Prepared by Procedure G and Scheme AI using l-(3-{[(15)- 
3 - chloro- 1 -phenylpropyl] oxy }phenyl ) ethanone and 2 - 
methyl-N- [4-methyl-3- (4 -piperidinyl) phenyl] propanamide: 
15 ESMS m/e: 513.0 (M + H)*. 

Example 273 

J«^-r5-{l- [ (35) -3- (3-ACETYLPHENOXy) -3 -PHENYLPROPYL] -4- 
PIPBRIDINYL}-2-METHYLPHENYL) -2-METHYLPROPANAMXDE: 
20 Prepared by Procedure G and Scheme AI using l-(3-{[(15)- 
3 - chloro- 1 -phenylpropyl ] oxy } phenyl ) ethanone and 2 - 
methyl -W- [2-methyl-5- (4-piperidinyl) phenyl] propanamide: 
ESMS in/e: 512.9 (M + H)*. 

25 ^*r2-IOX)OPHENyL)-2-METHYLPROPA19AHIDE: Prepared by 

Procedure Ql using 2-methylpropanoyl chloride and 2- 
iodoaniline: ESMS xn/e: 289.9 (M + H)*. 

TERT-BUTYL 4- [2- (ISOBUTYRYIiAMINO) PHENYL] -3, 6-DIHYDRO- 
30 l(2ff) -PYRXDINECARBOXYLATE: Prepared by Procedure W and 
Scheme AF using N- f2-iodophenyl) -2-methylpropanamide and 
tert-butyl 4- (4, 4, 5, 5-tetramethyl-l, 3 , 2-dioxaborolan-2- 
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yl) -3 , 6-dihydro-l (2H) - pyridinecarboxylate : ESMS 

m/e: 245.1 (M - 100)*. 

2-METH7Zi-l/- [2- (4-PIPERIDINyL} PHENYL] PROPANAHXDE: 

5 Prepared by Procedures X and Y, Schemes AG and AH, 
respectively using ter t-butyl 4- [2- 

(isobutyrylamino) phenyl] -3 , 6-dihydro-l (2H) - 
pyridinecarboxylate: ESMS m/e: 247.1 (M + H)*. 

10 Example 274 

if-f 2-{l- [ (9-BTHYL-9H-CARBAZOL-3-YL)METHYL] -4- 
PIPBRIDINyL}PHENYL) - 2 -METHYLPROPANAMIDE : Prepared by 

Procedure AA and Scheme AJ using 9-ethyl-9H-carbazole-3- 
carbaldehyde and 2-methyl-i^- [2- (4- 

15 piperidinyl) phenyl J propanamide: ESMS m/e\ 454.1 (M + H)*. 

Example 275 

N-f3-{l- [4,4-BIS(4-FLUOROPHENYL)B0Tyi.l -4 -PIPERIDINYL} -4- 
MBTHYLPHENYL) - 2 -METHYLPROPANAMIDE : Prepared by 

20 Procedure G and Scheme AI using 1- [4-chloro-l- (4~ 
fluorophenyl) butyl] ~4-f luorobenzene and 2~methyl-J\?- [4- 
methyl-3 - (4-piperidinyl) phenyl] propanamide : ESMS in/e: 
505.0 (M + H)*. 

25 Example 276 

J^-f2-{l- 14,4-BIS (4 -FLUOROPHENYL) BUTYL] -4- 
PIPERXDXim.}PHEllYL)--2--METHYLPR0PAKAMIDE: Prepared by 
Procedure G and Scheme AI using 1- [4-chloro-l- (4- 
fluorophenyl) butyl] -4-f luorobenzene cuid 2-methyl-jRr- [2- 

30 (4-piperidinyl) phenyl] propanamide: ESMS m/e: 490.9 (M + 
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JNT- [2 -BROMO-4 - (TRIPLUOROMETHOXZ) PHENYL! - 

2-METHYIiPROPAlflAMIDE: Prepared by Procedure Ql using 2- 
methylpropanoyl chloride and 2-bromo-4- 

(trifluoromethoxy) aniline: ESMS in/e: 325.9 (M + H)*. 

5 

2ERT-BUTYL 4- [2- (ISOBUTYRTtJ^MINO) -5- 

(TRIFLUOROMETHOXY) PHENYL] -3 , 6-DIHYDRO-l (2J?) - 
PYRIDINECARBOXYLATE: Prepared by Procedure W and Scheme 
AF using N- [2-bromo-4- (trifluoromethoxy) phenyl] -2- 
10 methylpropanamide and tert-butyl 4- (4, 4, 5, 5-tetramethyl- 
1, 3 ,2-dioxaborolan-2-yl) -3 , 6-dihydro-l (2H) - 
pyridinecarboxylate: ESMS m/ez 329.0 (M - 100)*. 

2-METHyL-i^- 12- (4-PIPERIDINyL) -4- 
15 (TRIFLUOROMETHOXY) PHENYL] PROPANAMIDE : Prepared by 

Procedures X and Y, Schemes AG and AH, respectively 
' using tert-butyl 4- [2- (isobutyrylamino) -5- 

{ trifluoromethoxy) phenyl] -3, 6-dihydro-l {2H) - 
pyridinecarboxylate: ESMS m/e: 330.9 (M + H)*. 

20 

Example 277 

[2-{l- [4,4-BXS (4-PL0OROPHBNYL)BUTYL] -4-PIPERIDIim.}-4- 
(TRXFLTTOROHETHOXY) PHENYL] - 2 -METHYLPROPANAMIDE s Prepared 
by Procedure G and Scheme AI using 1- [4-cliloro-l- (4- 
25 fluorophenyDbutyl] -4-f luorobenzene and 2 -methyl -U- [2 • 
(4-piperidinyl) -4- (trifluoromethoxy) phenyl] propanamide: 
ESMS m/ez 574.8 (M + H)*. 
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N-{3- [1- {4-HTOROXyBDTYL) - 4-PIPKRIDINYI.] PHENyL}-2- 

METHYl:lPR0PANAMIDB : Prepared by Procedure G and Scheme 
Bl using 4-chloro-l-butanol and 2-methyl-i\r- [3- (4- 
piperidinyl)phenyl]propanamide: ESMS m/ei 319.3 (M + H)*.. 

5 

N-{3- [1- (S-HYDROXYPEOTYL) -4-PIPERIDINYLl PHKNYI*}-2- 
METHYLPROPANAMIDE: Prepared by Procedure G and Scheme 
Bl using 5-chloro-l-pentanol and 2-methyl-JV- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 333.3 (M + H)*. 

10 

lf-{3- [1- (e-HTOROXYHEXYL) -4-PlPERIDIimil PHElnrL}-2- 
METHyLPROPANAMIDB : Prepared by Procedure G and Scheme 
Bl using 6-chloro-l-hexanol and 2-methyl-l^- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 347.3 (M + H)*- 

15 ' 

jy-{3- (1- O-HTOROXYPROPYL) -4-PIPERIDIirai] PHENyL}-2- 
HETHYLPROPA]!l3^UIDE : Prepared by Procedxxre G and Scheme 
Bl using 3-chloro-l-propanol and 2-methyl-W- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS in/e: 305.3 (M t H)*- 

20 

N-f3-{l- [ (25) -^2-HyDR0Xy-2-PHENYI.EXHyLl -4- 
PIPERIDI2ra:i}PHB2IYL)-2-MBTHYIiPROPANMa:DBs Prepared by 
Procedure G and Scheme Bl using (15) -2-chloro-l- 
phenylethanol and 2 -methyl -N- [3 - ( 4 - 

25 piperidinyl) phenyl] propanamide: ESMS m/ei 367.2 (M + H)*. 

N- (3-{l- [ {2R) -2-HOTR0Xy-2-PHBNyi.ETHYL] -4- 
PIPERXDIOTIiJPEEinni) - 2 -HETHYLPROPANAMXDE : 

Prepared by Procedure G and . Scheme Bl using (IR) -2- 
30 chloro-l-phenylethanpl and 2-methyl-W- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 367.2 (M + H)*. 
N-f3-{l- [(25) -3-HTOROX3r-2-METHYIiPROPYL] -4- 

PIPBRIDINYIi}PHENYI.) -2 -MBTHYLPROPANAMIDB : Prepared by 
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Procedure G and Scheme Bl using (212) -3-chloro-2- 

methyl-l-propanol and 2-methyl-J/- [3- (4- 

piperidinyl)pllenyl]propanamide: ESMS m/e: 319.2 (M + H)*, 

5 N-f3-{l- [(212) -3-HYDROXY-2-UETHYLPROPYL] -4- 

PJPERXD33IYL}PHEI9YL) -2-METHYU?R0PJUIAMIDB: Prepared by 
Procedure G and Scheme Bl using (2S) -3-chloro-2-methyl- 
1 -propanol and 2 -methyl -N- [ 3 - { 4 - 

piperidinyl) phenyl] propanamide: ESMS jn/e: 319.2 .(M + H)*. 

10 

Example 278 

N'(3-{1- [(3J2) -3-HYDROXY-3-PHKNYIlPROPYLl-4- 
PIPERIDINYl:.}PHENYL) CYCLOPROPANECARBOXAMIDE : 

Prepared by Procedure G coid Scheme Bl using (112) -3- 
15 chloro-1 -phenyl -1 -propanol and i^-[3-(4- 

piperidinyl ) phenyl] cyclopropanecarboxamide : ESMS m/e : 
379.2 (M + H)"^. 

Example 279 

20 JP/"{3- [1- (4-HYDR0XY-4-PHKNyiiBtrrYL) - 4 -PIPERIDINYL] PHENYL }- 

2-METHYLPROPANAMIDE: Prepared by Procedure L and Scheme 
AN, Step 1 using 2-methyl-I^-{3- [1- {4-oxo-4-phenylbutyl) - 
4 -piperidinyl] phenyl} propanamide: Anal. Calcd for 
C25H34N2O2+0.08CHC13: C, 74.5; H, 8.50; N, 6.93. Found: 

25 C, 74.5; H, 8.63; N, 6.81; ESMS m/ez 395.2 (M + H)*. 

Example 280 
J^-{3- [1- (B-HYDROXY-S-PHENYLPEOTYIi) -4- 

PIPERIDXNYL] PHENYL} -2 -METHYLPROPANAMIDE : Prepared by 
30 Procedure L and Scheme AN, Step 1 using 2-methyl-I^-{3- 
tl- (5-oxo-5-phenylpentyl) -4- 

piper idinyl ] phenyl } propanamide : Anal . Calcd for 
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C26H36N2O2+0,25CHCl3: C, 71.9; H, 8.33; N, 6.39. 
Found: 71.3; H, 8.96; 6.86; ESMS m/ei 409.2 (M + 

5 Example 281 

|^..{3- [1. (6-Hn)ROZY-6-PHSNYLHEXYL) -4-PIPERlDIKYI.l PHENTL}- 
2-HETHYLPROPA13AMIDE: Prepared by Procedure L and Scheme 
AN, Step 1 using 2-methyl-l/-{3" [1- (6-oxo-6-phenylhexyl) - 
4-piperidinyl] phenyl }propanamide : Anal . Calcd for 
10 C27H38N2O2+0.1CHC13: 75.5; H, 8.93; N, 6.50. Found: 

C, 75.3; H, 8.52; 6.00; ESMS m/e: 423.2 (M + H)*. 

Example 282 

jl>7-{3- [1- (7-HYDROXY-7-PHENYI.HEPTyL) -4- 
15 PIPERIDINYL] PHENYL} - 2 -METHYLPROPANAMIDE s Prepared by 

Procedure L and Scheme AN, Step 1 using 2~methyl-l^-{3~ 
tl- (7-oxo-7-phenylheptyl) -4- 

piperidinyl]phenyl}propanamide: Anal. Calcd for 
C28H40N2O2+0.1CHC13: C, 75.8; H, 9.10; N, 6.29. Found: 
20 C, 75.1; H, 9.24; N, 6.51; ESMS jn/e: 437.1 (M + H)*. 

Example 283 

N-f3-{l- [4- (4-PLUOROPHENyL) -4-HYDROXraUTYLl -4- 
PIPERIDINYL}PHENYL) "2 -METHYLPROFANAHIDE : Prepared by 
25 Procedure L and Scheme AN, Step 1 using ^- f3-{l- [4- (4- 
f luorophenyl) -4-oxobutyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide : ESMS m/ei 413.1 (M + H)'*^. 

Example 284 

30 4-{4- [3- (XSOBUTYRYXiAMINO) PHENYL] -1 -PIPERIDINYL} -1- 

PHENYLBUTYL 3- (2, 6-DICHLOROPHENYL) -5-METHYL-4- 

ISOXAZOLECARBOXYLATE: Prepared by Procedure Ql and 
Scheme C2 (TEA) using J\r-{3- [1- (4-hydroxy-4-phenylbutyl) - 
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4-piperidinyl] phenyl} -2- methylpropanamlde and 3- 

(2, 6-dichlorophenyl) -5-methyl-4-isoxa2olecarbonyl 
chloride: NMR (400 MHz, CDCI3) 6 7.56 (m, IH) , 7.47 
(m, 2H), 7.44-7.39 (m, 3H) , 7.25 (m, 2H) , 7.09 (s, IH) , 
5 7.03 (m, 2H) , 6.95 (m, IH) , 6.83 (m, IH) , 5.75 (t, IH, J 

= 7.1 Hz), 3.03 (t, 2H, J ^ 7.2 Hz), 2.93 (m, 2H) , 2.78 
(s, 3H), 2.48 (m, 3H) , 2.25 (m, 2H) , 1.48 (m, 3H) , 1.77 
(m, 2H), 1.54 (m, 2H) , 1.25 (d, 6H, J = 7.3 Hz); ESMS 
m/e: 647.7 (M + H)*. 

10 

Example 285 

4-{4- [3- (ISOBUTYRYIiAMINO) PHENYL] -l-PIPERIDIira.}-l- 
PHENyLBUTYI. (4 -FLUOROPHENYL) ACETATE: Prepared by 

Procedure Ql and Scheme C2 (TEA) using J^-{3-[l-{4- 

15 hydroxy- 4 -phenylbutyl) -4-piperidinyl] phenyl} -2- 

methylpropanamide and (4 -fluorophenyl) acetyl chloride: 
NMR (400 MHz, CDCI3) 6 7.45 (s, IH) , 7.34-7.19 (m, 8H) , 
7.11 (in, IH), 6.98 (m, 3H) , 5.75 (t, IH, J = 6.8 Hz), 
3.61 (s, 2H}, 2.92 (d, 2H, J = 8.1 Hz), 2.48 (m, 2H) , 

20 2.31 (m, 2H), 1.99-1.84 (m, 4H) , 1.84-1.67 (m, 5H) , 

1.55-1.35 (m, 2H), 1.25 (d, 6H, J = 6.9 Hz); ESMS m/e: 
531.1 (M + H)*. 

Example 286 

25 3-{4- [3- (IS0BUTYRYIi2^MIN0) PHENYIi] -1-PXPERlDINYL} PROPYL 

(4 -FLUOROPHENTIi) ACETATES Prepared by Procedure Ql and 
Scheme C2 (TEA) using N-{3- [1- (3-hydroxypropyl) -4- 
piperidinyl] phenyl} -2 -methylpropanamide • and. (4- 
fluorophenyl) acetyl chloride: ESMS in/e: 441.3 (M + H)*. 

30 

Example 287 

3 - {4 - [3 - (ISOBUTYRYIiAMINO) PBENXIi] - 1 -PXPERIDXim:i}PROPYIi 3 - 
(2-CHLORO-6-FLnOROPHENYL) -5-METH7L-4- 
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ISOXAZOliECAXmoZYIiATE: Prepared by ProcecUire Ql 

and Scheme C2 ( TEA) us ing ^-{3-[l-(3 - hydroxypropyl ) - 4 - 
piperidinyl] phenyl }-2-Tnethylpropanamide and 3- {2-chloro- 
6-f luorophenyl) -5-methyl-4-isoxazolecarbonyl chloride : 
5 ESMS m/e\ 542,2 (M + H)*. 

Example 288 

3-{4« [3- (ISOBUTYRYLAMINO) PHENYL] -1-PIPERIDINYL}PR0PYL 3- 
(2,6-DICHLOROPHENYL) -5-MErHYL-4-ISOXAZOr.ECARBOXYIiATB: 

10 Prepared by Procedure Ql and Scheme C2 (TEA) using W-{3- 
[1- (3 -hydroxypropyl) -4-piperidinyl] phenyl} -2- 
methylpropanamide and 3- (2 , 6-dichlorophenyl) -5-methyl-4- 
isoxazolecarbonyl chloride: ESMS m/e: 558.2 (M + H)*. 

15 Example 289 

3 -{4- [3- (ISOBDTYRYLAMINO) PHENYL] -1-PIPERIDINYL}PR0PYL 3- 
(2-^CHLOROPHENYL} -5-METHYL-4-XSOZAZOLECARBOXYLATE: 

Prepared by Procedure Ql and Scheme C2 (TEA) using l^-{3.- 
[ 1 - ( 3 - hydroxypropyl ) -4 -p iper idinyl ] phenyl } - 2 - 
20 methylpropanamide and 3- (2-chlorophenyl) -5-methyl-4- 
isoxazolecarbonyl cliloride: ESMS xn/e: 524.2 (M + H)*. 

Example 290 

(IS) -3 -{4- [3-* (ISOBUTYRYLAMINO) PHENYL] -1-PXPERIDZNYL}-1- 
25 PHENYLPROPYL 3- (2, 6-DICHLOROPHENYL) -5-HETHYL-4- 

XSOXAZOLECARBOXYLATE: Prepared by Procedure Ql and 
Scheme C2 (TEA) using Jff-f3-{l- [ (3S) -3-hydroxy-3- 
phenylpropyl] -4 -piperidinyl }phenyl) -2 -methylpropanamide 
and 3- (2 , 6-dichlorophenyl) -5-methyl-4-isoxazolecarbonyl 
30 chloride: ESMS m/e: 633.6 (M + H)*. 
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Example 291 

4 .{4- [3- (iSOBtJTYRYLAMINO) PHENYL] -l-PIPERIDINYI.}BnTYL 3- 
(2-CmORO-6-Pi:.UOROPHENXI.) -5-METHYL-4- 

XSOXAZOLECAimoxniATE: Prepared by Procedixre Ql and 
5 Scheme C2 (TEA) using W-{3- [1- (4-hydroxybutyl) -4- 
piperidinyl] phenyl} -2-inethylpropanamide and 3- (2-chloro-- 
6-f luorophenyl) -5-inethyl-4-isoxazolecarbonyl chloride : 
Anal, Calcd for C30H35C1FN3O4+CH2C12: C, 63.3; H, 6.23; 
N, 7,33. Found: C, 63-0; H, 6.39; N, 7.03; ESMS m/ei 
10 556.2 (M + H)*. 

Example 292 

4-{4- [3- (ISOBUTYRYIAMINO) PHENYL] -1-PIPERIDINYL}BUTYL 3- 
(2-CHLOROPHENYL) -5-METHYL-4-ISOXA20LECARBOXyLATE: 

15 Prepared by Procedure Ql and Scheme C2 (TEA) using l^-{3- 
tl- (4-hydroxybutyl) -4-piperidinyl]phenyl} "-2- 
methylpropanamide and 3 - ( 2 -chlorophenyl ) - 5 -methyl -4 
isoxazolecarbonyl chloride: ESMS m/e: 538.2 (M + H)*. 

20 Example 293 

3- {4. [3- (ISOBUTYRYLAMINO) PHENYL] -1-PIPERIDINYL}PR0PYL 5- 
METHYL-3-PHENYL-4-ISOXAZOLECARBOXYLATE: Prepared by 
Procedure Ql and Scheme C2 (TEA) using W-{3-[l-(3- 
hydroxypropyl ) -4 -piperidinyl] phenyl } -2 -methylpropanamide 

25 and 5-methyl-3-phenyl-4-isoxa2olecarbonyl chloride: ESMS 
m/e: 490.3 (M + H)*. 

Example 294 

4 - {4-* [3- (ISOBUTYRYLAMINO) PHENYL] -1- PIPERIDINYL} BUTYL 3- 
30 (2, 6-'DICHLOROPHENYL) -5-HETHYL-4-ISOXAZOLECARBOXYLATE: 

Prepared by Procedure Ql and Scheme C2 (TEA) using ^-{3- 
[1- (4-hydroxybutyl) -4-piperidinyl] phenyl} -2- 
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methylpropanamide and 3- (2, 6-dichlorophenyl) -5- 

methyl-4-isoxazolecarbonyl chloride: ESMS jn/e: 572.2 (M 
+ H)*. 

5 Example 295 

4-{4- [3- (XSOBUTYRYLAMINO} PHENYL] -1-PIPERIDINYL}-!- 
PHENYIiBUTYL 3- (2-CHLORO-6-FLnOROPHENYL) .-5-METH7L-4- 

ISOZAZOIaECARBOXYLATE: Prepared by Procedure Ql and 
Scheme C2 (TEA) using l/-{3- [1- (4-hydroxy-4-phenylbutyl) - 
10 4-piperidinyll phenyl} -2-methylpropanainide and 3-(2- 
chloro- 6 - f luorophenyl ) - 5 -methyl - 4 - i soxazolecarbonyl 
chloride; Anal, Calcd for C36H39C1FN3O4+0.54CHC13: 
63.0; H, 5.72; N, 6.03. Found: C, 63.0; H, 5.54; N, 
6.05; ESMS m/ei 632,2 (M + H)*. 

15 

Example 296 

4-{4- [3- (ISOBUTYRYLAMINO) PHENYL] -I-PIPERIDINYL} BUTYL 5- 
METHYL-3-PHENYL-4-ISOXAZOLECARBOXYLATE: Prepared by 

Procedure Ql and Scheme C2 (TEA) using N-{3-[l-{4- 
20 hydroxybutyl) -4-piperidinyl] phenyl} -2 -methylpropanamide 

and 5-methyl-3-phenyl-4-isoxazolecarbonyl chloride: ESMS 
m/e: 504-3 (M + H)*. 

Example 297 

25 6-{4- [3- (ISOBUTYRYLAMINO) PHENYL] -'1-PIPERIDINYL}HEXYL 3- 

(2,6 -DICHLOROPHENYL) - 5 -METHYL- 4 - ISOXAZOLECARBOXYLATE : 

Prepared by Procedure Ql and Scheme C2 (TEA) using N-{3- 
[1- (6"hydroxyhexyl) -4-piperidinyl]phenyl}-2- 
methylpropanamide and 3- (2 , 6-dichlorophenyl) -5-inethyl-4- 
30 isoxazolecarbonyl chloride: ESMS m/e: 600.0 (M + H)*. 
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Example 298 

6-{4- [3- (ISOBDTYRYLAUINO} PHEMYL] -l-PXPERi:DIKYL}HEXni 5- 
METHZL-3-PHEimi-4-ISOXAZOLECMmorsrLATE: Prepared by 

Procedure Ql and Scheme C2 (TEA.) using N-{3-[l-(6- 
5 hydroxyhexyl ) - 4 -piperidinyl] phenyl } - 2 -methylpropanamide 
and 5-methyl-3-phenyl-4-isoxazolecarbonyl chloride: ESMS 
m/e: 532.1 (M + H)*. 

Example 299 

10 4-{4- [3- {ISOBtJTYRYLAMINO) PHENYL] -1 -PIPERIDINYL }Btrm. (4- 

FLUOROPHSN7L) ACETATE : Prepared by Procedure Ql and 
Scheme C2 (TEA) using N-{3- [1- (4-hydroxybutyl) -4- 
piperidinyl ] phenyl } - 2 -methylpropanamide and ( 4 - 

fluorophenyl) acetyl chloride: ESMS jn/e: 455.3 (M + H)*. 

15 

Example 300 

4-{4- [3- (ISOBUTYRYLl^MINO) PHENYL] - 1 -PIPERIDINYL} -1- 
PHENYLBXJTYL 3- (2-CHLOROPHENYL) -5-METHYL-4- 

ISOXAZOLECARBOXYLATE: Prepared by Procedure Ql and 
20 Scheme C2 (TEA) using {3- [1- (4-hydroxy-4-phenylbutyl) - 

4 -piperidinyl] phenyl} -2-methylpropanamide and 3- (2- 
chlorophenyl) -5-methyl-4-isoxazolecarbonyl chloride : 

ESMS m/e: 614.2 (M + H)*. 

25 Example 301 

4-{4- [3- (ISOBDTYRYLAMINO) PHENYL] -1-PXPERIDINYL}-!* 
PHENYLBUTYL 5-METHYL-3 - PHENYL- 4 -ISOZAZOLECARBOXYLATE : 

Prepared by Procedure Ql and Scheme C2 (TEA) using N-{3- 
[1- (4-hydroxy-4-phenylbutyl) -4 -piperidinyl] phenyl} -2- 
30 methylpropanamide and 5-methyl-3-phenyl-4- 

isoxazolecarbonyl chloride: ESMS m/e: 580.0 (M + H)*. 
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Example 302 

(IS) -3-{4- [3- (ISOBUrraYLMim)) PHENYLI -1-PIPERIDINYL}-!- 
PHENYIiPROPYL (4 -FIiUOROPHENYI.) ACETATE s Prepared by 

Procedure Ql and Scheme C2 (TEA) using 1/- f3-{l- [ {3S) -3- 
5 hydroxy- 3 -phenylpropyl ] - 4 -piper idinyl } phenyl ) - 2 - 

methylpropanamide and (4-fluorophenyl) acetyl chloride: 
Anal. Calcd for C32H37FN2O3+0 . 07CHCI3 : C, 73,4; H, 7.12; 
N, 5.34. Found: C, 73.4; H, 6.96; N, 5.14; BSMS m/ei 
517.1 (M + H)^. 

10 

Example 303 

N-({1S) -3-{4- [3- (ISOBUTYRYUUIINO) PHENYL] -1-PIPERIDINyL}- 
1" PHENYLPROPYL) BENZAHEDBs Prepared by Procedure Ql and 
Scheme AC using J^- (3- {l- [ {2S) - 3 -amino-3 -phenylpropyl] -4- 
15 piperidinyl }phenyl ) - 2 -methylpropanamide and benzoyl 
chloride: Anal. Calcd for C31H37N3O2+0.55CHC13: C, 69.0; 
H, 6.89; 7.65. Found: C, 69.7; K, 6.73; N, 6.03; 

ESMS m/e: 484.4 (M + H)*. 

20 Example 304 

N- [3- (l-{ (3S) -3- [ (DIPHENYLACETYL) AMINO] -3 -PHENYLPROPYL} - 
4-PIPERXDINYL) PHENYL] -2-METHYLPROPANAMIDE: Prepared by 
Procedure Ql and Scheme AC using f3-{l- [ (3S) -3-amino- 
3 -phenylpropyl] -4 -piperidinyl} phenyl) -2- 

25 methylpropcuiamide and diphenylacetyl chloride: ESMS m/e: 
574.3 (M + H)*. 

Example 305 

3-CHLORO-jNr- f (IS) -3-{4- £3- (ISOBDTYRYLAMINO) PHENYL] -1- 
30 PIPERXDINYL}-1-PHENYLPR0PYL)BENZAM1DE: Pr^ared by 

Procedure Ql and Scheme AC using J^T- ^3-{l- [ (3S) -'3-amino- 
3 -phenylpropyl] -4 -piperidinyl) phenyl) -2- 
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methylprppanamide and 3- chlorobenzoyl 



chloride : 



10 



15 



20 



25 



. 30 



ESMS Jn/e: 518.3 (M + H)*. 
Example 306 

SrS-DICmORO-lZ-f (15) -3 -{4- [3- (ISOBUTYRYLAMINO) PHENYL] -1- 



Procedure Ql and Scheme AC using 2^- r3-{l- [ (35) -3-amino- 
3-phenylpropyl] -4-piperidinyl}phenyl) -2- 

methylpropanainide and 3,5-dichl.orobenzoyl chloride: ESMS 
m/e: 552.3 (M + H)*. 

Example 307 

2- (ETHyiiSULPANYL) -N-f (15) -3-{4- [3- 
(ISOBDTYRYIiAMINO) PHBim:«] -1-PIPERIDINYI.}-!- 
PHENYLPROPYIi) NICOTINAMIDE: Prepared by Procedure Ql and 
Scheme AC using (3-{l- [ (35) -3-amino-3-phenylpropyl] -4- 
piper idinyl } phenyl ) - 2 -methylpropanamide and 2 - 
(ethylsulfanyl)nicotinoyl chloride: ESMS m/e: 545,3 (M + 
H)*. 

Example 308 

N-( (15) -3-{4- [3- (ISOBUTYRYIiAMlNO) PHENYL] -1-PIPERIDINYL}- 
1-PHENYLPROPYL) [1, 1 ' -BIPHENYL] -4-CARBOXAHXDE : Prepared 
by Procedtire Ql and Scheme AC using N- f3-{l- [ (35) -3- 
amino-3-phenylpropyl] -4-piperidinyl}phenyl) -2- 
methylpropauoamide and [1 # 1 ' -biphenyl] -4-carbonyl 

chloride: ESMS m/e: 560.3 (M + H)*. 

Example 309 

N-r (15) -3-{4- [3- (ISOBirrYRYIJ^INO) PHENYL] rl-PIPERlDINYL}- 
l^PHENYLPROPYL)-2-PYRIDINECARBOXAMIDE: Prepared by 

Procedure Ql and Scheme AC using JT- f3- {l- [ (35) -3-amino- 

3- phenylpropyl] -4-piperidinyl}phenyl) -2- 



PIPERIDINYL} 1 - PHSNYLPROPYL) BENZAMIDE : 



Prepared by 
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methylpropanamide and 2- pyridinecarbonyl chloride: 
ESMS m/ei 484.6 (M + H)*. 

Example 310* 

5 Iflr-f (IS) -3-{4- [3- (ISOBUTYRYIAMINO) PHENYL] -1-PIPERIDINYL}- 

l-PHBNYIiPROPYL)-2-METH03CYBKNZAMIDE: Prepared by 

Procedure Ql and Scheme AC using f3-{l- [ (3S) -S-amino- 
S-phenylpropyll -4-piperidinyl}phenyl) -2- 

methylpropanamide and 2-methoxybenzoyl chloride: ESMS 
10 in/e: 514.1 (M + H)*. 

Example 311 

N-f (15) -3-{4- [3- (ISOBUTYRYIiAMINO) PHENYL] -1-PIPERIDINYL}- 
1-PHENYLPROPYL) -1-NAPHTHAMIDE: Prepared by Procedure Ql 
15' and Scheme AC using J«^- r3-{l- [ (35) -3-amino-3- 
phenylpropyl] -4-piperidinyl}phenyl) -2-methylpropcinamide 
and 1-naphthoyl chloride: ESMS m/e: 533.7 (M + H)*. 

Example 312 

20 2,4-DIFLUORO-I/-( (IS) -3-{4- [3- (ISOBUTYRYLAMINO) PHENYL] -1- 

PIPERIDINYL}-1-PHENYLPR0PYL)BENZAMIDB8 Prepared by 

Procedure Ql and Scheme AC using 2^- f3-{l- [ (3S) -3-amino- 
3•phenylpropyll -4-"piperidinyl}phenyl) -2- 
methylpropanamide and 2,4-dif luorobenzoyl chloride: ESMS 

25 in/e: 520.2 (M + H)"-. 

Example 313 

3- (2-CHLORO-6-FLUOROPHENYL) -IT-f (IS) -3-{4- [3- 
(ISOBUTYRYLAMINO) PHENYL] -1-PIPERIDINYL}-1-PHBNYLPR0PYL) - 
30 5-METHYL-4-ISOXAZOLECARBOXAHXDE: Prepared by Procedure 
Ql and Scheme AC using f3-{l- [ (3S) -3-amino-3- 

phenylpropyl] - 4 -piperidinyl} phenyl) -2 -methylpropanamide 
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and 3- {2-chloro-6- f luorophenyl) -5-methyl-4- 

isoxazolecarbonyl chloride: ESMS m/e: 617.2 (M + H)*. 



Example 314 

5 3-CHI.ORO-ir-f (IS) -3-{4- [3- (ISOBUTYRYLAMINO) PHENYL] -1- 

PIPBRIDINYI.} -1-PHBNYLPROPYIi) -2 -THIOPHENECARBOXAMIDE : 

Prepared by Procedure Ql and Scheme AC using N-C3-{l- 
[ (35) -3-ainino-3-phenylpropyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 3 -chloro-2- thiophenecarbonyl 
10 chloride: ESMS m/ei 524.2 (M + H)*. 

Example 315 

N-({1S) -3 -{4- [3- (ISOBUTYRYLAMINO) PHENYL] -1-PIPERIDINYL} - 
1- PHENYLPROPYL) - 2 -PHENOXYNICOTINAMIDE : Prepared by 

15 Procedure Ql and Scheme AC using J/- f3-{l- [ (3S) -3-araino- 

3-phenylpropyl] - 4 -piperidinyl} phenyl) -2- 

methylpropanamide and 2-phenoxynicotinoyl chloride: ESMS 
m/e: 577.3 (M + H)*- 



20 Example 316 

1- (4-CHLOROPHENYL) -JT-f (15) -3-{4- [3- 

(ISOBUTYRYLAMINO) PHENYL] -1-PIPERIDINYL}-1-PHENYLPR0PYL) - 
3-PROPYL-1H-PYRAZOLE-4-CARBOXAMZDE: Prepared by 

Procedure Ql and Scheme AC using W^- f3-{l- [ (3S) -3-amino- 
25 3 -phenylpropyl] -4-piperidinyl }phenyl) -2- 

me thy Ipropanamide and 1 - ( 4 - chloropheny 1 ) - 3 -propyl - IH- 
pyrazole-4-cart>onyl chloride: ESMS m/ei 626.3 (M + H)*. 

Exaiiq>le317 

30 4-CHL0RO-|jr-r (15) -3-{4- [3- (ISOBUTYRYLAMINO) PHENYL] -1- 

piperidinyl}-i-phenylpropyl) - 1,3 -dimethyl- 1H- 

PYRAZOLO[3,4-B]PYRIDINE-5-CARBOXAMIDE: Prepared by 

Procedure Ql and Scheme AC using JRT- ^3-{l- [ (3S) -3-amino- 
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3 -phenylpropyl] -4- piperidinyl }phenyl ) -2 - 

methylpropanamide and 4-chloro-l, 3-dimethyl-lH-- 

pyrazolot3,4-Jb]pyridine"5-carbonyl chloride: BSMS zn/e: 
587.3 (M + H)*. 

5 

Example 318 

5- (3,5-DICHLOROPHKNOXY) -W-f (15) -3 -{4- [3- 

(ISOBUTYRYLAMINO) PHEMYL] -l-PIPERIDIimi}-l-PHBNYLPROPYL) - 
lH-PYRR0i:iE-'2-CARB0ZAMIDEs Prepared by Procedure Ql and 
10 Scheme AC using J^- r3-{l- [ (3S) -3-ainino-3-phenylpropyll -4- 
piperidinyl }phenyl) -2 -methylpropanamide and 5- (3 , 5- 
dichlorophenoxy) - IH-pyrrole - 2 -carbonyl chloride : ESMS 
Jtn/e: 634.2 (M + H)*. 



15 Example 319 

N'( (15) -3-{4- [3- (ISOBUTYRYLAMINO) PHENYL] -1-PIPERIDINYL}- 
l-PHENYIiPROPYL) NICOTINAMIDE: Prepared by Procedure Ql 
and Scheme AC using J/- (3- {l- [ (35) -3-amino-3- 
phenylpropyl] ~4 -piperidinyl }phenyl) -2 -methylpropanamide 

20 and nicotinoyl chloride: ESMS m/e: 485.3 (M + H)*. 



Example 320 

3,4-DIFLUORO-W-f (15) -3-{4- [3- ( I SOBUTYRYLAMINO) PHENYL] -1- 
PIPERIDINYL} -1-PHENYLPROPYL) BENZAMIDE s Prepared by 

25 Procedure Ql and Scheme AC using f3-{l- [ (35) -3-amino- 
3-phenylpropyl] -4 -piperidinyl} phenyl) -2- 

methylpropanamide and 3,4-dif luorobenzoyl chloride: ESMS 
m/e: 520.3 (M + H)*. 

30 Example 321 

N-f (15) -3-{4- [3- (ISQBUTYRYLMIINO) PHENYL] -1 -PIPERIDINYL} - 
1-PHENYLPROPYL) -l-PHENYL-3 -PROPYL- IH-PYRAZOLB- 4- 
CARBOZAHIDE: Prepared by Procedure Ql and Scheme AC 
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using (3- {l- [ (35) -3- atnino-3-phenylpropyl] -4- 

piperidinyl}pheiiyl) -2-methylpropanaiaide and l-phenyl-3- 
propyl~lJf-pyra2ole-4-carbonyl chloride: ESMS w/e: 592.2 
(M + H)*. 

5 

Example 322 
4- (DIHETH7LAMIN0) -If-f (15) -3-{4- [3- 
(ISOBUTYRYLAMINO) PHENYL] -l-PIPERIDUmi}-!- 
PHENYZiPROPTDBSMZAHXDE: Prepared by Procedure Ql and 
10 Scheme AC using f3-{l- [ (3S) -3-amino-'3-phenylpropyl] -4- 
piperidinyl}phenyl) -2-methylpropanamide and 4- 

(dimethylamino) benzoyl chloride: ESMS m/e: 527.3 (M -f 



15 Example 323 

N-( (IS) -3-{4- 13- (ISOBUTYRYLAMINO) PHENYL] -1-PIPERIDINYL}« 
1-PHENYLPROPYL) -2-THIOPHENECARBOXAMIDE: Prepared by 

Procedure Ql and Scheme AC using Jff- (l- [ (3S) -3-amino- 
3-phenylpropyl] -4-piperidinyl}phenyl) -2- 

20 methylpropanamide and 2-thiophenecarbonyl chloride: ESMS 
m/e: 490.2 (M + H)*. 



Example 324 

N'( (IS) -3-{4- [3- (ISOBUTYRYLAMINO) PHENYL] -I-PIPERIDINYL}- 
25 1-PHENYLPROPYL) -5-NITRO-2-FURAMIDE: Prepared by 

Procedure Ql and Scheme AC using W- f3-{l- [ (35) -S-amino- 
S-phenylpropyl] -4-piperidinyl}phenyl) -2- 

methylpropanamide and 5-nitro-2-furoyl chloride: ESMS 
m/e: 519,2 (M + H)*. 

30 

Example 325 

N-f 3-{4- [3- (ISOBUTYRYLAMINO) PHENYL] -1- 
PIPERIDINYL}PROPYL) -5 -METHYL- 3 -PHENYL- 4- 
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ISOXAZOLECARBbXAMIDEi Prepared by Procedure Ql 

and Scheme AC using 2^- {3 - [1- (3-atninopropyl) -4- 
piperidinyl] phenyl} -2-methylpropanamide and 5-methyl-3- 
phenyl-4-isoxazolecarbonyl chloride: ESMS m/e: 489.1 (M 

+ H)*. 

Example 326 

N-f (IS) - 3 -{4- [3 - (ISOBUTYRyiAMIKO) PHENYL] -1-PIPERIDINYL}- 
l-PHEKnrLPR0PYIi)-2-FURAMIDB: Prepared by Procedure Ql 
and Scheme AC using N- {3- [1- (3-aminopropyl) -4- 
piperidinyl] phenyl } - 2 -methylpropanamide and 2 - f uroyl 
chloride: ESMS m/e: 474.2 (M + H)*. 



Example 327 

l/-f (IS) -3-{4- [3- (ISOBUTYRyiAMINO) PHENYL] -1-PIPERIDINYL}- 
15 1-PHENYLPROPYL) -1- (4-NITROPHENYL) -5- (TRIFLTJOROMETHYL) - 

lH-PYRAZOLE-4-CARBOXAHXDE: Prepared by Procedure Ql and 
Scheme AC using fJ- {l- [ (3S) -3-amino-3-phenylpropyl] -4- 
piper idinyl } phenyl ) - 2 -methylpropanamide and 1 - ( 4 - 
nitrophenyl) -5- (trif luoromethyl) -lH-pyrazole-4-carbonyl 
20 chloride: ESMS m/e: 663.2 (M + H)*. 

Example 328 

3- (2-CHLORO-6-PLUOROPHENYL) -N-f3-{4- [3- 

(ISOBUTYRYLAMINO) PHENYL] -1-PIPERIDINYL}PR0PYL) -5--METHYL- 
25 4-ISOXAZOLECARBOXAMIDE: Prepared by Procedure Ql and 

Scheme AC using N- {3- [1- O-aminopropyl) -4- 

piper idinyl] phenyl }-2-me thy Ipropanamide and 3- (2-cliloro- 
6-f luorophenyl) -5-methyl-4-isoxa2olecarbonyl chloride : 
ESMS m/e: 541.2 (M + H) * . 



Example 329 

lf« [3- (l.{3-. [ (DIPHENYLACETYL) AMINO] PR0PYL}-4- 
PIPERXDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
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Procedure Ql and Scheme AC using JJ-{3-- [1- (3- 

aminopropyl) -4-piperidinyl] phenyl} -2-methylpropanamide 
and diphenylacetyl chloride: NMR (400 MHz, CDCI3) 5 
7.51 (s, IH), 7..33-7.2I (m, 13H), 6.94 (m, 2H) , 4.88 (s, 
5 IH), 3.39 (t, 2H, J = 5.6 Hz), 2.93 {d, 2H, J 11.3 

Hz), 2.52-2.36 (m, 4H) , 1.97 (t, 2H, J = 11-3 Hz), 1.83- 
1.58 (m, 6H), 1.24 (d, 6H, J =^ 7.6 Hz); Anal. Calcd for 
C32H39N3O2+HCI+O.I9CHCI3: C, 69.44; H, 7.27; N, 7.55. 
Found: C, 69.44; H, 7.43; N, 7.43; ESMS m/e: 498.4 (M + 
10 H)*. 



Example 330 

Jff-f3-{4- r3- (ISOBUTYRYLAMINO) PHENYI,] -1- 
PIPERlDINyL}PROPYL) -l-BENZOTHIOPHENE-3 -CARBOXAMIDE s 

15 Prepared by Procedure Ql and Scheme AC using ^-{3-[l-(3- 
aminopropyl) -4-piperidinyl] phenyl} -2-methylpropanatnide 
and l-benzothiophene-3-carbonyl chloride: ESMS m/e: 
464.2 (M + H)"". 

Example 331 

3 - { 2 - CHLOROPHENYL) -1/- f 3 - { 4 - [3 - ( ISOBUTYRYLAMINO) PHENYL] - . 
l-PXPERIDXNYI.}PROPYL) - 5 -METHYi:i-4 -XSOXAZOLECARBOXAMXDE : 
Prepared by Procedure Ql and Scheme AC using N-{3-[l-(3- 
aminopropyl ) -4-piperidinyl] phenyl } - 2 -methylpropanamide 
and 3- (2-chlorophenyl) -5-methyl'-4-isoxazolecarbonyl 

chloride: ESMS m/ei 523.1 (M + H)*. 

Example 332 
3 - ( 2 , 6 -DXCHLOROPHENYL) -ir-f3-{4-[3«- 
30 (ISOBUTYRYUVMINO) PHENYL] -1-PXPERIDINYL} PROPYL) -5-METHYL- 

4-XSOXAZOLECARBOXAHXDE: Prepared by Procedure Ql and 
Scheme AC using N-{3- tl- (3-aminopropyl) -4- 

piperidinyl] phenyl} -2-methylpropanamide and 3 - {2 , 6- 



20 



25 
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dichlorophenyl) -5 -methyl- 4-isoxazolecarboiiyl 
chloride: NMR (400 MHz, CDCI3) 5 7.50 (d^ IH, J 2.3 
Hz), 7.48 (s, IH) , 7.4 (m, IH) , 7.39 (s, IH) , 7.37 (m, 
2H), 7.24 (t, IH, J = 7.2 Hz), 6.92 (d, IH, J = 7.9 Hz), 
5' 6.06 (s, IH), 3.31 (q, 2H, J = 6.4 Hz), 2.94 (d, 2H, J = 

10.8 Hz), 2.79 (s, 3H), 2.53 (q, IH, J = 6.1), 2.47 (tt, 
IH, J = 4.2, 11.4 Hz), 2.29 {t, 2H, J « 7.2 Hz), 1.99 
(t, 2H, J = 11.4 Hz), 1.81 (m, 2H) , 1.69 (dt, 2H, J = 
,2.4, 11.6), 1.59 (q, 2H,- J 6,6 Hz), 1.24 (d, 6H, J = 
10 6.5 Hz); ESMS m/ei 557.0 (M + H)*. 

1- [3- (3 -CHL0ROPR0POX7) PHENYL] ETH2kN0NE: Prepared by 

Procedure U and Scheme AK using l-(3- 
hydroxyphenyl) ethanone and l-bromo-3-chloropropane. 

15 

1- (3 -CHIiOROPROPOXY) -2 -PLUOROBENZENE : Prepared by 

Procedure U and Scheme AK using 2-f luorophenol and 1-. 
bromo- 3 - chloropropcine . 

20 1-CHLORO- 3 - (3 -CHLOROPROPOXY) BENZENE i Prepared by 

Procedure U and Scheme AK using 3-chlorophenol and 1- 
bromo-3 - chloropropane . 

l-CHIORO-4 - (3 -CHIiOROPROPOrsT) BENZENE : Prepared by 

25 Procedure U and Scheme AK using 4-chlorophenol and 1- 
bromo- 3 - chloropropane . 

1- (3-CHLOROPROFOXY} -3-FI.UOROBENZENE: Prepared by 

Procedure U cuid Scheme AK using 3-f luorophenol and 1- 
3 0 bromo- 3 - chloropropane . 
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1- (3-CflL0R0PR0P0Z7) ^4- FLUOROBENZENE : Prepared 

by Procedure U and Scheme AK using 4-f luorophenol and 1- 
bronio-3 -chloropropane . 

5 l-CHLORO-2-(3-CHLOROPROPOXy) BENZENE: Prepared by 

Procedure U and Scheme AK using 2-chlorophenol and 1- 
bromo-3 -chloropropane . 

4 - ( 3 - CHLOROPROPOZY) -> 1 , 2 -DZHETHYLBENZENE : Prepared by 
Procedure U and Scheme AK using 3,4-dimethylphenol and 
10 i-bromo-3-chloropropane. 

l-BROMO-2- (3-CHIiOROPROPOXY) BENZENE: Prepared by 

Procedure U and Scheme AK using 2-bromophenol and 1- 
bromo- 3 -chloropropaine . 

15 

1 - BROMO - 3 - ( 3 - CHIiOROPROPOXY) BENZENE s Prepared by 

Procedure U and Scheme AK using 3-bromophenol and 1- 
bromo - 3 - chloropropane . 

20 l-BROMO-4- (3 -CHLOROPROPOrr) BENZENE: . Prepared by 

Procedure U and Scheme AK using 4-bromophenol and 1- 
bromo - 3 - chl or opr opane . 

1- (3 -CHLOROPROPOrST) -4-HBTHYLBENZENB : Prepared by 

25 Procedure U and Scheme AK using p-cresol and l-bromo-3- 
chloropropame . 

4-BROMOPHENYL (2R) '-3-CHLORO-2-METHYLPROPYL ETHER: 

Prepared by Procedure U and Scheme AK using 4- 
30 bromophenol and (2S) -l-bromo-3-chloro-2-methylpropane. 

l-{ [(2JR) -3-CHLORO-2-METHYI1PROPYI.] OXY}- 2,4,5 - 
TRXFIiUOROBENZENE: Prepared by Procedure U and Scheme AK 
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us ing 2,4,5- t r i f luorophenol and { 2 S) - 

l-bromo-3-chloro-2-metliylpropane . 

l-CHL0R0-3-{ t (2K) -3-CHI.ORO-2-MErHn.PROPYIi] Ory}BEN2ENE: 
5 Prepared by Procedure U and Scheme AK using 3- 
chlorophenol and (2S) •l-bro!no-3-cliloro-2-Tnethylpropane. 

l-{ [ {2R) -3-CHLORO-2-METHYLPROPYI1] OXir}-4-FLnOROBENZENE: 

Prepared by Procedure U and Scheme AK using 4- 
10 f luorophenol and ( 2 S) - 1 -bromo- 3 - chloro- 2 -methylpropane . 

l-{ [ (2R) -3-CH]iORO-2-HETHniPROPYIi] OXY}-3-FLnOROBEllZR2ilSs 
Prepared by Procedure U and Scheme AK using 3- 
f luorophenol and (25) -l-bromo-3-chloro-2 -methylpropane. 

15 • * 

l-CHL0R0-2-{ t (212) -3-CHIiORO-2-METHYI.PROPYLl 0XY}BBNZENB: 

Prepared by Procedure U and Scheme AK using 2- 
chlorophenol and (25) -l"-bromo-3-chloro-2-methylpropane. 

20 l-{ [(2R) -3-CHLORO-2-METHYLPROPYIi]OXY}-2-FLUOROBENZKNE: 

Prepared by Procedure U and Scheme AK using 2- 
f luorophenol and (25) -l-bromo-3-chloro-2-methylpropcaie. 
l-CHL0R0-4-{ [ (2R) -3-CHLORO-2-METHYLPROPYL] OXy}BENZENEi 
Prepared by Procedure U and Scheme AK using 4- 
25 chlorophenol and (2S)-l-bromo-3-chloro-2-methylpropane. 

3-BROMOPHKNYIi (2R) -3-CHLORO-2-MKTHYI.PROPYL ETHER: 

Prepared by Procedure U and Scheme AK using 3- 
bromophenol and (2S) ~l-bromo-3-chloro-2-raethylpropane. 

30 • 

2<-BROMOPHENYL (2R) -3-CHLORO-2-METHYLPROPyL ETHER: 

Prepared by Procedure U and Scheme AK using 2- 
bromophenol and (2S) -l-bromo-3-chloro-2 -methylpropane. 
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l-{ [(2S) -3-CHLORO-2-METHyiiPROI0rLlOXy}-3-FLUOROBBN2;^^ 
Prepared by Procedure U and Scheme AK using 3- 
fluorophenol and {2J2) -l-brotno-3-chloro-2-methylpropane,^ 

5 

l-{ [ (25) -3-CHL0R0-2-METHYLFR0P7L] 0X7}-4~FLU0ROBENZENE: 

Prepared by Procedure U and Scheme AK using 4- 
fluorophenol and (212) -l-bromo-3-chloro-2-methylpropane. 

10 l-{ [ (25) -3-CHIiORO-2«-HETBYIiPROPYL] 0Xir}-2-FLU0R0BENZENE: 

Prepared by Procedure U and Scheme AK using 2- 
f luorophenol and [2R) - 1-bromo- 3 -chloro-2 -methylpropane . 

l-CHI-0R0-2-{ [(25) -3-CHI.ORO-2-MKTHyLPROPYL]OXY}BEaffZENE: 

15 Prepared by Procedure U and Scheme AK using 2- 
chlorophenol and {2j?) -l-bromo-3 -chloro-2 -methylpropane. 

l-CHLORO-4-{ [(25) --3-CHLORO--2-METHyLPROPYL]OXY}BENZENE: 

Prepared by Procedure U and Scheme AK using 4- 
20 chlorophenol and (2J?) -l-bi5Wio-3-chloro-2-raethylpropane. 

4-BROMOPHENYL (25) -3 -CHLORO-2 -METHYLPROPYIi ETHER? 

Prepared by Procedure U and Scheme AK using 4- 
bromophenol and ( 2R) - 1 -bromo- 3 - chloro- 2 -methylpropane . 

25 

3-BROMOPHENYL (25) -3 -CHLORO-2 -METHYLPROPYL ETHER: 

Prepared by Procedure U and Scheme AK using 3- 
bromophenol and (2R) -l-bromo-3-chloro-2-methylpropane. 

30 2-BROMOPHEMYL (25) -3 -CHLORO-2 -METHYLPROPYL ETHER: 

Prepared by Procedure ^ and Scheme - AK using- 2- 
bromophenol amd (2J2) -l-bromo-3-chloro-2-methylpropane. 
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l-CHLORO-3-{[(2£r)-3- CHLORO-2- 

METHYLPR0PYIi]0X7}BENZESIE: Prepared by Procediire U and 

Scheme AK using 3-clilorophenol and (2-R) -l-bromo-3- 
cllloro-2 -methylpropane . 

5 

1- [3 - (4-CHLOROBUTOrsr) PHENYL] E1!BAN0NE : Prepared by 

Procedure U and Scheme AK using 1^(3- 
hydroxyphenyDethanone and l-bromo-4-chlorobutane. 

10 1- [3 - (4 -CHLOROBtrrOX7) PHENYL] ETHANONE : Prepared by 

Procedure U and Scheme AK using 1- (3- 
hydroxyphenyl)ethanone and l-bromo-4-chlQrobutane. 

1- (4 -CHLOROBUTOXY) -3 -METHOXYBENZENE : Prepared by 

15 Procedure U and Scheme AK using 3-methoxyphenol and 1- 
bromo- 4 - chlorobut ane . 

1 - { 4 - CHLOROBUTOXY) - 4 -METHOXYBENZENE : Prepared by 

Procedure U and Scheme AK using 4-methoxyphenol and 1- 
2 0 bromo- 4 - chlorobutane • 

1- ( 4 -CHLOROBUTOXY) -2 -METHOXYBENZENE : Prepared by 

Procedure U and Scheme AK using 2-methoxyphenol and 1- 
bromo-4 - chlorobutane . 



25 



4 - ( 4 - CHL0R0BT7T0XY) -1,2 -DIMETHYLBENZENE : Prepared by 
Procedure U and Scheme AK using 3,4-dimethylphenol and 
1 -bromo- 4 - chlorobutane . 



30 



1- {3 - [ (5 -CHLOROPENTYL) OXY] PHENYL }ETHAN0NS : . Prepared by 
Procedure U and Scheme AK using l-(3- 
hydroxyphenyDethanone and l-bromo-5-chloropentane. 
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l-C3-.[(5- 

CHIiOROPENTyL)OXY]PHEN3n[i}ETH2Ui02IE: Prepared by Procedure 
U and Scheme AK using 1- (3-hydroxyphenyl)ethanone and 1- 
bromo- 5 - chloropentane . 

5 

l-{3- [ (6>CHLOROHEXYIi) 0X7] PHENYIi}ETB[AIIONE s Prepared by 
Procedure U and Scheme AK using l-{3- 
hydroxyphenyDethanone and l-bromo-6-chlorohexane. 

10 1- {3 - [ (6 -CHLOROHEXYL) OXY] PHENYL} KTHANONE z Prepared by 

Procedure U and Scheme AK using l-(3- 
hydroxyphenyl) ethanone and l-bromo-6-chlorohexcuie. 

Example 333 

15 N-(3-{l'H2S) -2-(3-ACErYLPHENOXY)-2-PHKNYLETHYL]-4- 

PIPERIDINYL}PHENYL) -2-METHYLPROPANAMIDE: Prepared by 

. Procedure B and Scheme Bl using l-(3- 
hydroxyphenyl ) ethanone and N- (3-{l- [ (2R) -2-hydroxy-2~ 
phenylethyl] -4 -piper idinyl} phenyl) -2-methylpropanamide: 

20 ESMS m/e: 485.0 {M + H)*. 

Example 334 

N-r3-{l- [ (25) -2- (2-*ACBTYZ.PHENOXY) -2 -PHENYLETHYL] -4- 
PIPERIDINYL}PHENYL) -2 -METHYLPROPANAHIDE : Prepared by 
25 Procedure B and Scheme Bl using 1- (2- 
hydroxyphenyl ) ethanone and N- f3- {l- [ (2R) -2-hydroxy-2- 
phenylethyl] - 4 -piperidinyl} phenyl) -2-methylpropanamide: 
ESMS m/ez 485.2 (M + H)*. 

30 Example 335 

N-(3'{1- I (25) -2- (3-CHLOROPHENOXY) -2 -PHENYLETHYL] -4- 
PXPERIDXNYL}PHENYL) -2-HETHYLPROPAN2VMXDE: Prepared by 

Procedure B and Scheme Bl using 3-chlorophenol and JW-{3- 
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{l-[(212)-2-hydroxy-2- phenylethyl] -4- 
piperidinyl}phenyl) -2-inethylpropanamide: ESMS zn/e: 477.1 
(M + H)*. 

5 Example 336 

N-O-il- [ (25) -2- (3,4-DIMETHOXYPHENOXy) -.2-PHBNYI.BTHYi:.l -4- 
PIFERXDXNYZi}PHEN7L) -2 -HETHYLPROPiUIAMIDE : Prepared by 

Procedure B and Scheme Bl using 3,4-dimethoxyphenol and 
N- f3-{l- [ {2R) -2-hydroxy-2-pheuylethyl] -4- 
10 piperidinyl}phenyi)"2-methylpropanamide: ESMS m/e: 503.2 
(M + H)*. 

Example 337 

J/-f3-{l- [ (212) -2- (4-FLUOROPHENOXy) -2-PHENYI.ETHyL] -4- 
15 PIPERIDIira.}PHENYL) -•2-METHYLPROPANAMIDEx Prepared by 

Procedure B and Scheme Bl using 4-f luorophenol and N-(3'' 
{l- [ {2S) -2-hydroxy-2-phenylethyl] -4-piperidinyl}phenyl) - 
2-TOethylpropanamide: ESMS m/e: 461.2 (M + H)*. 

20 Example 338 

N-(3-{1l- [ (2R) -2- (3-METHOXYPHENOXY) -2-PHENYLETHYL] -4- 
PXPERIDXNYL}PHENYL) - 2 -METHYLPROPiOSAHIDE : Prepared by 
Procedure B and Scheme Bl using 3 -raethoxyphenol and N- 
(3'{l' [ (2S) -2-hydroxy-2-phenylethyl] -4- 

25 piperidinyl}phenyl) -2-methylpropanamide: ESMS m/e: 472.9 
(M + H)"^. 

Example 339 

N' f3-{l- [ (2R) -2- (3-CHLOROPHENOXY) -2-PHENYLETHYL] -4- 
30 PIPERXDZNYL}PHEinn:i) -2-METHYLPROPian^DE: Prepared by 

Procedure B and Scheme Bl using 3-chlorophenol and N- f3- 
{l- [ (2S) -2-hydroxy-2-phenylethyl] -4-piperidinyl}phenyl) - 
2-methylpropanamide: ESMS m/e: 478.5 (M + H)*. 
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jr-{3- [1- (3,3-DIHETHOXYFROPYL) -4-PIPERXDIMYIi] PHBim:i}-2- 
METBYLPROPANAHIDEs Prepared by Procedure G and Scheme 
Bl using 3-bromo-l,l-dimethoxypropane cUid 2-methyl-W^ [3- 
5 ( 4 -piper idinyl) phenyl] propcutiamide: ESMS in/e: 349.2 (M + 

H)*- 

Example 340 

N-rj-{l- [ (35) -3- (3-ACETYLPEENOXY) -S-PHENYLPROPTL] -A- 
PIPERIDIllYL}PHEinrL) orCLOPROPJOSlEa^ Prepared by 

Procedure B and Scheme Bl usin^ 1- (3- 
hydroxyphenyl) ethanone and JJ- f3-{l- [ (2R) -3-hydroxy-3- 
phenylpropyl] -4- 

piperidinyl }phenyl ) cyclopropcuiecarboxaxnide : ESMS m/e : 
497.1 (M + H)*. 

Example 341 

2y-f3-{l- [3-(3-ACETyLPHENOXy) PROPYL] -4- 

PIPERIDINYL}PHENYL) -2-METHYLPROPANAMIDE: Prepared by 

20 Procedure G and Scheme Bl using l-[3-(3- 
chloropropoxy) phenyl] ethanone and 2-methyl-N- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 423.2 (M + H)*. 

Example 342 

25 N-(3-[l- [3-(3-ACETYLPHEN0Xy)PR0PYL] -4- 

PIPERIDINYL}PHENyL) PROPANAMIDE: Prepared by Procedure G 
and Scheme Bl using l-[3-(3- 

chloropropoxy ) phenyl ] ethanone and [ 3 - ( 4 - 

piperidinyl ) phenyl] cyclopropanecarboxamide : ESMS m/e: 

30 421.2 (M + H)*. 

Example 343 

N-O-il- [3- (2-FIiUOROPHEN02Y) PROPYL] -4- 

PIPERXDINYL}peENYL) - 2 -METBYLPROPANAMIDE : Prepared by 



10 



15 
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Procedure G and Scheme Bl using 1- (3-chloropropoxy) - 
2-fluorobenzene and 2-methyl-N- [3- (4- 

piperidinyl)phenyl]propanamide: ESMS m/ez 399.2 (M + H)*. 

5 Example 344 

N'(3-{1- [3- (3-CHLOROFHENOXZ) PROPYL] -4- 

PIPERIDINYL} phenyl) - 2 -METHYLPROPAMAMXDE : Prepared by 

Procedure G and Scheme Bl " using l-chloro-3- (3- 
chloropropoxy ) benzene and 2 -methyl -N- [3 - ( 4 - 

10 piperidinyl) phenyl] prqpanamide: ESMS ai/e: 415.2 (M + H)*. 

Example 345 

N-(3'{1- [3- (4-CHLOROPHENOXY) PROPYL] -4- 

PXPERZDINYL}PHENYL) - 2 -MKTHYLPROPANAMIDE : Prepared by 

15 Procedure G and Scheme Bl using l-chloro-4- (3- 
chloropropoxy) benzene and 2-methyl-2^- [3- (4- 

piperidinyl) phenyl] propanamide: NMR (400 MHz, CDCI3) 6 
7,71 (dd, IH, J = 3.2/5.7 Hz), 7.53 (dd, IH, J = 3.2, 
5-7 Hz), 7.50 (m^ IH) , 7.31 (m, IH) , 7.24-7.20 (m, 2H) , 
20 6.94 (d, IH, J = 7.9 Hz), 6.85-6.82 (m, 2H) , 4.00 (t, 

2H, J = 6.1 Hz), 3.07 (d, 2H, J = 10.9 Hz), 2.55 (m, 
3H), 2.50 (sept, IH, J = 6.2 Hz), 2.08 (dt, 2H, J = 3.1, 
10.9 Hz), 2.00 (m, 2H) , 1.83 (m, 3H) , 1.69 (qt, IH, J = 
6,2 Hz), 1.24 (d, 6H, J = 6.8 Hz); Anal. Calcd for 
25 C24H31CIN2O2+HCI : C, 63.8; H, 7.09; N, 6.21. Found: C, 

63.3; H, 7.04; N, 6.27; ESMS m/ez 415.2 (M + H)*. 

Example 346' 
JNr-f3-{l- [3- (3 -FLUOROPHBNOXY) PROPYL] -4- 
30 PIFERIDINYL}PHE1IYL) -2-METHYLPROPANAMIDE: Prepared by 

Procedure G and Scheme Bl using 1- (3-chloropropoxy) -3- 
f luorobenzene and • 2-methyl-//- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/ez 399.2 (M + H)*. 
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Example 347 
Ur-f3-{l- [3- (4 -FIiUOROPHBNOXY) PROPYL! -4- 

PIPERIDINYIi}PHENYL)-2-METHyiJR0PANAMIDE: Prepared by 
5 Procedure G and Scheme Bl using 1- (3-chloropropoxy) -4- 
f luorobenzene and 2 -methyl -N- [3 - (4 - 

piperidinyl) phenyl] propanamide: ESMS m/e: 399-2 (M + H)*. 

Example 348 

N-r3-{l- [3- (2-CELOROPHENOnr) PROPYL] -4- 

PXPERIDIXIYL}PHEim:i) -2 -METHYLPROPAMAKXDE : Prepared by 
Procedure G and Scheme Bl using l-chloro-2- (3- 
chloropropoxy) benzene and 2-methyl-jr- [3- (4-. 

piperidinyl) phenyl] propanamide: ESMS m/e: 415-2 (M + H)*. 

Example 349 

N-(3'{1- [3- (3,4-DIMETHYLPHEN0XY)PR0PYL] -4- 

PIPERIDINYL} PHENYL) - 2 -METHYLPROPANAMIDE : Prepared by 

Procedure G and Scheme Bl using 4- (?-chloropropoxy) -1,2- 
dimethylbenzene and 2-methyl-W- [3~ (4- 

piperidinyl) phenyl] propanamide: ESMS jn/e: 409.2 (M + H)*. 

Example 350 
N-O'il- [3- ( 2 -BROMOPHENOXY) PROPYL] -4- 
25 PIPERIDINYL}PHENYL)- 2 -METHYLPROPANAMIDE: Prepared by 

Procedure G and Scheme Bl using l-bromo-2-- (3- 
chloropropoxy ) benzene and 2 -methyl -N- [3 - ( 4 - 

piperidinyl) phenyl] propanamide: NMR (400 MHz, CDCI3) 5 
7.53 (dd, IH, J = 1.6, 7.9 Hz), 7.48 (s, IH) , 7.32 (m, 
30 IH), 7.28-7.22 (m, 3H) , 7.17 (s, IH) , 6.98 (d, IH, J = 

7.7 Hz), 6.93 (dd, IH, J = 1.4, 8,4 Hz), 6.82 (dt, IH, J 
= 7.6, 1.4 Hz), 4.11 (t, 2H, J = 6.3 Hz), 3.07 (d, 2H, J 
= 11.3 Hz), 2.61 (t, 2H, J = 6.9 Hz), 2.50 (m, 3H) , 2.07 
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(m, IH), 1.8-1.75 (m, 5H) , 1.25 (d, 6H, J « 6.7 Hz) ; 
Anal. Calcd for C24H3iBrN202.HCl+0.2 CHCI3: C, 55.9; H, 
6.24; N, 5.39. Foiind: C, 55.8; H, 6.23; N, 5.47; ESMS 
m/e: 459.1 (M + H)*. 

Example 351 

J^-f3-{l- [3- (3-BROMOPHBNOXY)PROPYIi] -4- 

PIPEiaD23TYIi}PHEN3ri.) -2-HETHn.PROPJ^^ Prepared by 

Procedure G and Scheme Bl using l-bromo-3- (3- 
chloropropoxy) benzene cuad 2-methyl-JNr- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 459.1 (M + H)*. 

Example 352 

N- f 3-{l- [3- (4-BROMOPHENOXY) PROPYL] -4- 
15 PIPERIDINYL} PHENYL)- 2 -METHYLPROPANAMIDE: Prepared by 

Procedure G and Scheme Bl using l-bromo-4- (3- 
chloropropoxy) benzene and 2-methyl-I^- [3- (4- 

piperidinyl) phenyl] propanamide: NMR (400 MHz, CDCI3) 5 
7.51 (s, IH) , 7.37 (d, 2H, J = 7.6 Hz), 7.26 (m, 3H) , 
20 6.97 (d, IH, J = 7.7 Hz), 6.79 (d, 2H, J = 7.7 Hz), 4.01 

(t, 2H, J = 5.6 Hz), 3.08 (d, 2H, J =9.4 Hz), 2.53 (m, 
4H) , 2.05 (m, 4H) , 1.84 (m, 4H) , 1.24 (d, 6H, J = 5.9 
Hz) ; Anal . Calcd for C24H3iBrN202 . HCl+0 . 34CHCI3 : C , 54.5; 
H, 6.08; N, 5.22. Fotmd: C, 54.5; H, 6.22; N, 5.22; 
25 ESMS m/e: 459.1 (M + H)*. 

Example 353 

N-f3-{l- [ (3R) -3- {3,4-DIMBTHOXYPHBNOXY) -3-PHENYLPROPYLl - 
4-PXPERIDXllYL}PHENrYL) -N,2-DIMETHYLPROPAKAMXDS: Prepared 
30 by Procedure T and Scheme AD using f3-{l- [ (312) -3- (3, 4- 
dimethoxyphenoxy) -3-phenylpropyl] - 4 -piperidinyl} phenyl) - 
2-methylpropanamlde and methyl iodide: ESMS xn/e: 531.2 
(M + H)*. 



5 
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Example 354 

N-O-il- [ (3H) -3- (3-ACBTYLPHKNOXY) -S-PHENYLPROPYL] -4- 
PIPERIDINni}PHSNni) -N/ 2-DZMETHYI.PROPik2]AMIDE : Prepared 
5 by Procedure T and Scheme AD using 1^- ^3-{l- [ (3i2) -3- (3- 
acetylphenoxy) -3-phenylpropyl] -4-piperidinyl}phenyl) -2- 
raethylpropanamide and methyl iodide: ESMS m/e: 513.2 (M 
+ H)*. 

10 Example 355 

N-(3-{l' I (33) "3- (3-ACETYLPHENOXy) -3-PHENrLPROPYL] -4- 
PIPERIDINYL}PHENYL) -N, 2 -DIMETHYLPROPANAMIDE s Prepared 
by Procedure T and Scheme AD using 1^- r3-{l- [ (3S) -3- (3- 
acetylphenoxy) -3-phenylpropyl] - 4 -piperidinyl} phenyl) -2- 

15 methylpropanamide and methyl iodide: ESMS m/e: 513,2 (M 
+ H)^ 

Example 356 

N'(3'{1- I (2S) -3- (4-BROMOPHENOXY) -2-METHYLPROPYL] -4- 
20 PXPERIDXimi}PH£NYL) -2-HETH7LPR0PANAMIDE: Prepared by 

Procedure G and Scheme Bl using 4-bromophenyl (21?) -3 - 
chloro-2-methylpropyl ether and 2-methyl-/J^- [3- (4- 
piperidinyl) phenyl ]propanamide: ESMS m/e: 473.0 (M + H)*, 

25 Example 357 

2-METHYL-N-r3-{l-I{2S) -2 -METHYL- 3- (2^4, 5- 
TRXFLUOROPHENOXY) PROPYL] -4- 

PIPERIDINYL}PHEN7L)PR0PAMAMIDB: Prepared by Procedure G 
and Scheme Bl using l-{ t (2H) -3-chloro-2- 
3 0 methylpropyl] oxy } -2,4, 5- trif luorobenzehe and 2 -methyl-1^- 
[3- (4 -piperidinyl) phenyl] propanamide: ESMS m/e: 449.2 (M 
+ H)*. 
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Example 358 

N-f J"{1- [ (2S) -3- {3-CHLOROPHBNOXy) -2-METBnn.PROPYLl -4- 
PIFERII)INYIi}PHEN7L) -2-METHYLFROPAM^^ Prepared by 

Procedure G and Scheme Bl using l-chloro-3-{ [ (2JR) -3- 
5 chloro-2-methylpropyl]oxy} benzene and 2-methyl--Nr- [3- (4- 
piperidinyl) phenyl] propanatnide: ESMS m/ei 429,2 (M + H)*. 

Example 359 

N-r5-{l- [ (25) -3- (4-FLUOROPHENOXY) -2-UBTH7LPR0PYL] -4- 
10 PIPERXDXNYL}PHENYZi) -2-MBTHYIiPROPANABfXDEs Prepared by 

Procedure G and Scheme Bl using l-{ [ (21^) -3-chloro-2- 
methylpropyl] oxy} -4-f luorobenzene and 2-methyl-W- [3- (4- 
piperidinyl) phenyl] propanatnide: ESMS m/e: 413.2 (M + H)*. 
Example 360 

15 N-f3-{l- [ (25) -3- (3-PLUOROPHENOXYr) -2-METEYIiPROPYIi] -4- 

PIPBRIDINYIi}PHENYL) - 2 -METHYIiPROPANAMIDE : Prepared by 
Procedure G and Scheme Bl using l-{ [ -3-chloro-2- 
methylpropyl] oxy} -3 -f luorobenzene and 2-raethyl-N-- [3- (4- 
piperidinyl) phenyl] propanatnide: ESMS m/e: 413.2 (M + H)*. 

20 

Example 361 

Ar-f3-{l- [ (25) -3- (2-CHLOROPHENOXY) -2-METHyLPROPyL] -4- 
PIPERIDINYL}PHENYL) -2-METHYLPROPANAMIDE: Prepared by 

Procedure G and Scheme Bl using l-chloro-2-{ [ (2J^) -3- 
25 chloro-2-methylpropyl] oxy}benzene and 2-raethyl-W- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 429.1 (M + H)*. 

Example 362 

jRr-f5-{l- [ (25) -3- (2-FLUOROPHENOXr) -2-MBTHYLPROPyLl -4- 
30 PIPERIDIllYIi}PHENYL) -2-METHyi.PROPAMAMIDE: Prepared by 

Procedure G and Scheme Bl using l-{ [ (2J?) -3-chloro-2- 
methylpropyl] oxy} -2 -f luorobenzene and 2 -methyl-jBT- [3 - (4 - 
piperidinyl) phenyl] propanamide: ESMS m/e: 413,2 (M + H)*. 
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Example 363 

N'O-il' [ (25) -3- {4-CHLOROPHENOXY) -2-MBTHSliPROPYLl -4- 
PiPERXDXNYIi}PHENn«) - 2 -METHYLPROPANAMXDS : Prepared by 
5 Procedure G and Scheme Bl using l-chloro-4- { [ (2R) -3- 
chloro-2-raethylpropyll oxy}benzene and 2-methyl-i\r- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 429.2 (M + H)*. 

Example 364 

N'(3-{1-1{23) "3-(3-BROMOPHENOXy) -2-METHYLPROPYL] -4- 
PIPERIDINyL}PHENYL)-2-METHyX.PR0PANAMIDE: Prepared by 

Procedure G and Scheme Bl using 3 -bromophenyl (2J?)-3- 
chloro--2"methylpropyl ether and 2-methyl-J^- [3- (4- 
piperidinyl)phenyl]propanamide: ESMS m/B: 474,0 (M + H)*. 

Example 365 

N-O-il- I (2S) -3- (2-BROMOPHENOXY) -2-METHYI,PROPYL] -4- 
PIPEiaDXNYIi}PHEllYL) - 2 -MEXHYLPROPi^AMXDE : Prepared by 
Procedure G and Scheme Bl using 2 -bromophenyl (2H) -3- 
chloro-2-methylpropyl ether and 2-methyl«2^- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/ez 473.0 (M + H)*.- 

Example 366 

N-(3-{l' I (2R) -3- (3-FLUOROPHENOXY) -2-METHyLPROPYLl -4- 
25 PIPERIDINYL}PHEMYL) - 2 -HETHYi:.PROPikNAMlDE : Prepared by 

Procedure G and Scheme Bl using 1- { [ (2S) -3-chloro-2- 
methylpropyl] oxy} -3-f luorobenzene and 2-methyl-2i?^ [3 - (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 413.2 (M + H)*, 
Example 367 

30 l/-f 3-{l- [ (2R) -3- {4-FHJOROPHEN03CY) -2-MEXHYI.PR6PYL1 -4- 

PIPERIDINYL}PHEim:.) -2-METH7LPR0PANAMIDE: Prepared by 
Procedure G and Scheme Bl using 1- { [ (25) -3-chloro-2- 



10 



15 
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methylpropyl]oxy}-4- f luorobenzene and 2- 

methyl [3- (4-piperidinyl) phenyl] propanamide: ESMS m/e: 
413.8 (M + H)*. 

5 Example 368 

Jff-f3-{l- [ {2H) -3- (2-CHIiOROPHENOZ7) -2-MKTHyLPROPYL] -4- 
PIPBRIDINYL}PHENYIi) - 2 -METHyLPROPMMIIDE : Prepared by 
Procedure G and Scheme Bl using l-chloro-2-{ ( (2S) -3- 
chloro-2-methylpropyl] oxy}benzene and 2-methyl-N- [3- (4- 
10 piperidinyl) phenyl] propanamide: ESMS m/e: 429.1 (M + H)*, 

Example 369 

N-f3-{l- [ (2R) -3- (4-CHLOROPHENOXY) -2-METHYLPROPYL] -4- 
PrPERIDnmi}PHENYL) - 2 -METHYLPROPANAMIDK : Prepared by 

15 Procedure G and Scheme Bl using l-chloro-4-{ [ (2iS) -3- 
chloro-2 -methylpropyl] oxy}benzene and 2-methyl-i^- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 429.1 (M + H)*. 

Example 370 

20 N-(3-{l- I (2R) -3- (4-BROMOPHENOXY) -2-METHYLPROPYL] -4- 

PIPERIDINYL}PHENYL) -2-METHyLPROPANAMIDE: Prepared by 

Procedure G and Scheme Bl using 4-bromophenyl (25) -3- 
chloro-2-methylpropyl ether and 2-tnethyl-l^- [3- (4- 
piperidinyl)phenyllpropanamide: ESMS m/e: 473.0 (M + H)*. 

25 

Example 371 

N-f 3-{l- [ (2R) -3- (3-BROMOPHBMOXy) -2-MBTHYliPROPYLl -4- 
PIPERIDINni}PHEMYIi) -2-METHniPROPANAMIDE: Prepared by 
Procedure 6 and Scheme Bl using 3-bromophenyl (2£r)-3- 
30 chloro-2 -methylpropyl ether and 2-methyl-lf- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 473.0 (M + H)*. 
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Example 372 

N-(3-{l' [ (2R) -3- {2-BR0KK>PHEN0XY) -2-METHrLPROPYLl -4- 
PIPERIDINYL}PHENyL) -2-METHYLPROPJUilAMIDEj Prepared by 
Procedure G and Scheme Bl using 2-'bromophenyl (25) -3- 
5 chloro- 2 -raethylpropyl ether and 2 -methyl -2^- [ 3 - ( 4 - 
piperidinyl) phenyl] propanamide: ESMS m/ez 473.0 (M + H)*. 

£2cample373 

isr-f3-{l- [ {2R) -.3- (3-CHLOROPHENOXY) -2-METHyi.PRQPYL] -4- 
10 PIPERIDINYL}PHENYL) -2-METHin^R0PANMa:DE: Prepared by 

Procedure G and Scheme Bl using l-chloro-3-' { [ (2S) -3- 
chloro-2-methylpropyl] oxy}benzene and 2-methyl-Ar- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/et 429.1 (M + H)*. 
Example 374 

15 |7-f3-{l- [3- (5,5-DIMETHYl.-l,3-DIOXAN-2-YI.)PROPYL] -4- 

PIPERIDINYL}PHENyL) -2-METHyLPROPANAMIDE: Prepared by 

Procedure G and Scheme Bl using 2- {3-bromopropyl) -5, 5- 
dimethyl-l, 3-dioxane and 2-methyl-l^- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 403.2 (M + H)* 

20 

Example 375 

N-(3-[l- t4-(3-ACETYLPHEMOXy)BUTYI.] -4- 

PIPERIDINYI.} PHENYL) - 2 -METHXliPROPANAMIDE 5 Prepared by 
Procedure G and Scheme Bl using l-[3-(4- 
25 chlorobutoxy) phenyl] ethanone and 2-methyl-JW- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 437.2 (M + H)*. 

Example 376 

Hr- C 5 - {l- [4 - (3 -MBTHOXTPHENOXY) BXTTYL} - 4 - 
30 PIPERIDIimi}PHENYL)-2-HETH7LPR0PAN2UO:DE: Prepared by 

Procedure G and Scheme Bl using 1- (4-chlorobutoxy) -3- 
methoxybefizene and 2-methyl-Jf- [3- (4- 

piperidinyl)phenyl]propanamide: ESMS m/e: 425.2 {M + H)*- 
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Example 377 

2sr.f 3-{l- [4- (4-METH03CCTHBNOXY)Btrmil -4- 

PIPBRIDINYIi}PHE!reL) - 2 -METHYLPROPANaMIDB s Prepared by 
5 Procedure G and Scheme Bl using l- (4-chlorobutoxy) -4- 
methoxybenzene and 2-methyl-N- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 425.2 (M + H)*. 

Example 378 

10 N-f3-{l- [4- (2-MBTHOXyPHBHOXY) BUTYL] -4- 

PIPERIDINYL}PHEMYL) -2 -MBTHYXiPROPAKAMIDE : Prepared by 
Procedure G and Scheme Bl using l- (4-chlorobutoxy) -2- 
methoxybenzene and 2 -methyl - J^- [3 - ( 4 

piperidinyl) phenyl] propanamide: ESMS jn/e: 425.2 (M + H)*, 

15 

Example 379 

j^-f3^{l- [4- (3,4-DIMETHyLPHENOXY)BUTYL] -4- 

PIPERIDINyL}PHENyL) - 2 -MKTHYLPROPAKAMIDE : Prepared by 

Procedure G and Scheme Bl using 4- (4-chlorobutoxy) -1, 2- 
20 dimethylbenzene and 2-methyl-W- [3- (4- 

piperidinyl)phenyl] propanamide: ESMS m/ex 423.2 (M + H)*. 

Example 380 

W-f3-{l- [4- (1^3-DIOXOLAN-2-YL)BUTYLl -4- 
25 piperidinyl} PHENYI.) - 2 -METHYLPROPANAMIDE : Prepared by 

Procedure G and Scheme Bl using 2- {4-chlorobutyl) -1,3- 
dioxolane and 2-methyl-JW- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 375.2 (M + H)* 

30 Example 381 

N-f3-{l- [5-(3-ACKrai:.PHENOXY)PENTYL]-4- 

PlPBRIDINyL}PHENYL) - 2 -METHYLPROPAMAMIDE : Prepared by 

Procedure G and Scheme Bl us ing 1 - { 3 - [ ( 5 - 
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chloropentyl ) oxy] phenyl }ethanone and 2-methyl-2^- [3- (4- 
* piperidinyl) phenyl] propanamide: BSMS m/ei 451.3 (M + H)*. 

Example 382 

5 l/-(;3-{l-[5-(3-ACETYI.PHENOXY)PENTrLl-4- 

PIPKRIDINYI.}PHENYL)CYCI.OPROPANECARBOXAMIDE: Prepared by 

Procedure G and Scheme Bl using l-{3-[(5- 

chloropentyl ) oxy] phenyl } ethanone and [3 - ( 4 - 

piperidinyl ) phenyl] cyclopropeuaecarboxamide : ESMS m/e : 
10 449.2 (M -I- H)*. 

Example 383 
2f-f3-{l-I6-(3 -ACETYI.PHENOXY) HEXYLJ -4 - 

PXPERIDIN7L}PHENYL)-2-HETHYLPROPiyH2^DE^ Prepared by 
15 Procedure G and Scheme Bl using l-{3-'[{6- 
chlorbhexyl) oxy] phenyl} ethanone and 2-methyl-N- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 4 65 ."3 (M + H)*. 

Example 384 

20 Ar-f3-{l- [6- (3-ACETYLPHENOXy)HE3nnil -4- 

PIPERIDIimi}PHEim.)C7CIiOPROPi^aaU30X^ Prepared by 

Procedure G and Scheme Bl using l-{3-[(6- 

clilorohexyl ) oxy] phenyl } e tlianone and [ 3 - { 4 - 

piperidinyl ) phenyl] cyclopropanecarboxamide : ESMS m/e : 

25 463.3 (M + H)*. 

Example 385 

2/-r3-{l- [4- (4-CHL0ROPHEN0Z7) -4- (4-CHII0R0PHEN7I.) BUTYL] -4- 
PIPERXDI19YL}PHEimi) - 2 -HETHYlaPROPANAMXDE : Prepared by 
30 Procedure B and Scheme AN using 4-chlorophenol and N-O- 
{l- [4- {4-chlorophenyl) -4-hydroxybutyl] -4- 

piperidinyl }phenyl ) - 2 -methylpropanamide : ESMS m/e : 562,9 
(M + 23)*. 
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Exanple 386 

2-MBTHYL-N- (3-{l- 12- (1-METHXI.-2-PHENYL-1H-INDOL-3- 
YL) ETHYL] - 4 -PIPERZDIIIYL}PHENYL) PROPANAHIDE : Prepared by 
5 Procedure E and Scheme M using 2-methyl-JPr-{3- [1- (4-oxo- 
4-phenylbutyl) - 4 -piperidinyl] phenyl }propanamide and 1- 
methyl- 1-phenylhydrazine: ESMS xn/e: 480,3 (M + H)*. 

Example 387 

10 2-METHYIi-N-f3-{l-I2- (2-PHENYL-lir-BEKrZO [O] INDOL-3- 

YZi) ETHYL] -4-PIPERZDIMYL}PHEimi) PROPAXfAMIDE 8 Prepared by 
Procedure E and Scheme M using 2-raethyl-N-{3- [1- (4-oxo- 
4-phenylbutyl) -4-piperidinyl]phenyl}propcLnamide and 1- 
(1-naphthyl) hydrazine hydrochloride: ESMS m/e: 516.4 (M 

15 + H)-*"- 

Example 388 

2-MBTHYL-2/- f3-{l- [3 - (2 -PHENYL- LET-BENZO [G] INDOL-3- 
YL) PROPYL] -4-PIPERIDINYL}PHENYL) PROPANAMIDE: Prepared 
20 by Procedure E and Scheme M using 2'-methyl-W- {3- [1- (5- 
oxo- 5 -phenylpentyl ) - 4 -piper idinyl ] phenyl } propanamide and 

1- (l-naphthyl) hydrazine hydrochloride: ESMS m/e: 53Q.2 
(M + H)*. 

25 Example 389 

2- METHYL-N- [3- (l-{3- [2-PHBNYL-5- (TRIPLUOROMETHOXY) -IH- 
IMD0L-3-YL] PR0PYL}-4-PIPERIDINYL) PHENYL] PROPANAMIDE: 

Prepared by Procedure E and Scheme M using 2 -methyl -W- 
{3- [1- {5-oxo-5-phenylpentyl) -4- . 
30 piper idinyl] phenyl} propanamide and 1- [4- 

{ trif luororaethoxy) phenyl] hydrazine hydrochloride s ESMS 
m/e : 564.2 (M + H)*. 
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Example 390 

2-METHYL-N- [3- (l-{4- [2-PHBNYL-5- (TRIFLUOROMETHOXy) -IH- 
INP0I,-3-YI«] BUTYIi}--4-PIPERIDINYL) PHENYL] PROPMiaMIDEi 
Prepared by Procedure B and Scheme M using 2 -methyl 
5 {3- [1- (6-oxo-6-phenylhexyl) -4- 

piperidinyl] phenyl }propanamide and 1 - [4 - 

( trif luoromethoxy) phenyl] hydrazine hydrochloride : ESMS 
m/ei 578.2 {M + H)*. 

10 Exaiople 391 

2-METHYL-N- (3-{l- [3- (l-METHYL-2 -PHENYL- IH-INDOIi- 3- 
YL) PROPYL] -4 -PIPERIDINYL}PHENYL)PROPANMaDE: Prepared by 
Procedure E and Scheme M using 2-methyl-J/- {3«- [1- (5-oxo- 
5-phenylpentyl) -4-piperidinyl]phenyl}propanamide and 1- 

15 methyl -1-phenylhydrazine: ESMS m/ei 495.3 (M + H)*. 

Example 392 

N- (3-{l - [4- (l,2-DIPHENYL-lH-INDOL--3-YL)BUTYL] -4- 
PIPERIDINYL } PHENYL) - 2 -METHYLPROPANAMIDE : Prepared by 

20 Procedure E and Scheme M using 2-methyl-JW-{3- [1- (6-oxo- 

6 -phenylhexyl ) - 4 -plperidinyl ] phenyl }prQpaaamide and 
Irl-diphenylhydrazine hydrochlorides ESMS m/et (H + H)*. 
570.3 

Exaiiqple 393 

25 2-METHYL-N- [3- (l-{5- [2-PHENYL-5- (TRIFLUOROMETHOXY) -IH- 

INriOL-3-YIj] PENTYL} -4 -PIPERIDINYL) PHENYL] PROPANAMIDE: 
Prepared by Procedure E and Scheme M using 2 -methyl -N- 
{3- [1- (7-oxo-7-phenylheptyl) -4- 

piperidinyl] phenyl }propanamide and l-[4- 

30 (trif luoromethoxy) phenyl] hydrazine hydrochloride: ESMS 

m/e: 592.3 (M + H)*. 



Example 394 



wo 03/004027 



PCT/US02/21063 



339 

N- (3-{l- [5- (1,2-DIPHENYL- 1H-IND0L-3-YL) PENTYL] -4- 

PIPERIDINyL}PHENYL) -2-METHYLPROPANAMIDE: Prepared by 
Procedure E and Scheme M using 2-ittetliyl-JX-{3- [1- (7-oxo- 
7-phenylheptyl) -4-piperidinyl] phenyl }propanamide and 
5 1,1-diphenylhydrazine hydrochloride: ESMS in/es 584 ,3 (M 

+ H)*. 

n 

Exas^le 395 

2-METHyL-N- (3-{l- [5- (1 -METHYL- 2 -PHENYL- IH-INDOL- 3- 
10 YL)PEOT^] -4-PIPERIDINYL}PHENYL)PR0PANAMIDE: Prepared by 

Procedure E and Scheme M using 2-methyl-N-{3- [1- (V-oxo- 
V-phenylheptyl) -4-piperidinyllphenyl}propanamide and 1- 
methyl-l-phenylhydrazine: ESUS m/es 522.3 (H -i- H)*. 

15 Example 396 

2-METHYL-N- (3-{l-[4- ( 2 -PHENYL- IH-BENZO [G] INDOL-3- 
YL) BUTYL] -4-PIPERIDINYL}PHENYL) PROPANAMIDE: Prepared by 
Procedure E and Scheme M using 2-methyl-^r-{3- (1- (6-oxo- 
6 -phenylhexyl ) - 4 -piper idinyl ] phenyl }propanamide and 1- 

20 (1-naphthyl) hydrazine hydrochlorides ESMS m/e: 544.3 (M 

+ H)*. 

Example 397 

2-METHYL-N- (3-{l- [4- (l-METHYL-2-PHENYIi-lH-IND0L-3- 
25 YL) BUTYL] -4-PIPERIDINYL}PHENYL) PROPANAMIDBr Prepared by 

Procedure E and Scheme M using 2-methyl-N-{3- [1- (6-oxo- 
6-phenylhexyl)-4-piperidinyl]phenyl}propanamide and 1- 
methyl-l-phenylhydrazine: ESMS m/e: 508.3 (M. + H)*, 

30 Example 398 

2-METHYL-N- (3-{l- [5- ( 2 -PHENYL- IH-BENZO [G] INDOL-3- 

YL) PENTYL] -4-PIPERIDINYL}PHENYL) PROPANAMIDEs Prepared 

by Procedure E and Scheme M using 2-methyl-Jff-{3- [1- (7- 
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oxo-7-phexiylheptyl) -4- 

piperidinyll phenyl }propanamide and 1- (1- 

naphthyl) hydrazine hydrochloride: ESMS jn/e: 558.2 (M + 

5 

Exasxple 399 

2-METHYL-N- (3- {l- [2- (5 -METHYL- 2 -PHENYL- lH-INDOL-3- 
YL) ETHYL] -4-PIPERIDINYL} PHENYL) PROPANAMIDE : Prepared by 
Procedure B and Scheme M using 2-methyl-JNr-{3- [1- (4-oxo- 
10 4-phenylbutyl) -4-piperidinyl]phenyl}propanaiiiide and 1- 

(4-methylphenyl) hydrazine hydrochloride: ESMS m/e: 480.2 
(M + H)*. 
Exan^le 400 

N- (3~{1- [2- (7-METHOXY-2-PHENYL-1H-INDOL-3-YL) ETHYL] -4- 
15 PIPERIDINYL} PHENYL) -2-METHYLPROPANAMIDE: Prepared by 

Procedure E and Scheme M using 2-methyl-N-{3- [1- (4~oxo- 

4- phenylbutyl) -4-piperidinyl]phenyl}propanamide and 1- 
(2 -methoxyphenyl) hydrazine hydrochloride : ESMS m/e : 
496.2 (M + H)*. 

20 

Exan^le 401 

2-METHYL-N- {3-{l- [2- (7-METHYL-2-PHENYL-1H-INDOL-3- 
. YL) ETHYL] -4-PIPERIDINYL}PHENYL) PROPANAMIDE: Prepared by 
Procedure E and Scheme M using 2-methyl-N-{3- [1- (4-oxo- 
25 4 -phenylbutyl) -4 -piperidinyll phenyl}propanamide and 1- 

(2 -methylphenyl) hydrazine hydrochloride: ESMS m/e: 480.2 
(M + H)*. 

ExaiiqE>le 402 

30 N- (3-{l- [3- (7-METHOXY-2-PHENYL-1H-INDOL-3-YL) PROPYL] -4- 

PIPERIDINYL } PHENYL) - 2 -METHYLPROPANZU^IDE : Prepared by 
Procedure E and Scheme M using 2-methyl-N-{3- [1- (5-oxo- 

5 - phenylpentyl) -4 -piperidinyl] phenyl }propanamide and 1- 
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5-phenylpentyl) -4- 

piper idinyl ] phenyl } propanamide and 1 - ( 2 - 

methoxyphenyl) hydrazine hydrochloride: BSMS m/e: 510.2 
(M + H)*. 

5 

Eacample 403 

2-METHYL-N- (3-{l- [4- (7-llETH7L-2-PHENYL-lH'-IND0L-3- 
YL) BUTYL] -4-PXPERIDINYL}PHENYL) PROPANAMIDB: Prepared 
by Procedure E and Scheme M using 2-inethyl-jW-{3- [1« (6- 
1 0 oxo- 6 -phenylhexyl ) - 4 -piper idinyl ] phenyl } propanamide and 

1- (2-methylphenyl) hydrazine hydrochloride : BSMS m/e: 
508.3 (M + H)*. 

Example 404 

15 N- (3-{l- [2- (5-METH0Xy-2-PHENYIi-lH-IND0L-3-YI.) ETHYL] -4r 

PIPERIDIira.}PHENYL) -2-MBTHYLPROPANAMIDE: Prepared by 
Procedure E and Scheme M using 2-methyl-i^- {3- [1- (4-oxo- 
4 -phenylbutyl ) -4 -piperidinyl] phenyl } propanamide and 1 - 
{ 4 -methoxyphenyl ) hydrazine hydrochloride : ESMS m/e : 
■20 496.2 (M + H)*. 

Exaxsple 405 

2- METHYL-N- (3-{l- [3- (5-METHyL~2-PHENyL-lH-INDOL-3- 

YL) PROPYL] -4 -PIPERIDINYL}pHENYL) PROPANAMIDE : Prepared 
25 by Procedure E and Scheme M using 2-raet:hyl-N- {3- [1- (5- 
oxo-5-phenylpentyl) -4-piperidinyl] phenyl}propanamide and 
1 - ( 4 -met hylphenyl ) hydrazine hydrochloride : ESMS m/e : 
494.3 (M + H)"^, 

30 Example 406 

N- (3-{l- [4- {7-METHOXY-2-PHENYL-lH-INDOL-3-YIi) BUTYL] -4- 
PIPERIDINYL} PHENYL) -2-METHYLPROPANAMIDE 
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Prepared by Procedure E and Scheme M using 2- 
methyl-jt^-{3- [1- (6-oxo-6-phenylhexyl) -4- 

piper idinyl ] phenyl } propanamide and 1 - { 2 - 

methoxyphenyl) hydrazine hydrochloride: ESMS zn/e: 524.3 
5 (M + H)"". 

Example 407 

2-METHYI.-N- (3-{l- [3- (l-PHENYL-lH-INDOL-3-YL) PROPYI,! -4- 
PIPERIDINYI»}PHENyL)PROPAHAMIDE: Prepared by Procedure H 
10 and Scheme S using N- r3-{l- [4- (l,3-dioxolan-2-yl)butyl] - 
4 -piper idinyl }phenyl ) -2 -methylpropanamide and 1,1- 
diphenylhydrazine hydrochloride: ESMS m/e: 480.2 (M + 
R)\ 

15 Exaniple 408 

2-HETHyZi-N- (3-{l- [2- (l-PHENYL-lB-INDOL-a-YZi) ETHITL] -4- 
PIPERXDXllYL}PHEinrZi) PROPANAMIDE: Prepared by Procedure H 
and Scheme S using 1^- f3- {l- [3- (1, 3-dioxol£in-2- 
yl) propyl] -4-piperidinyl}phenyl) -2 -methylpropanamide and 

20 1,1-diphenylhydrazine hydrochloride: ESMS m/e: 466.2 (M 
+ H)*. 

Example 409 

2-METHYI.-N- (3-{l- [2- (V-METHYL-IH-INDOL-B-YL) ETHYI.] -4- 
25 FIPERXDlNyL}PHENyii)PROPAliAMIDE: Prepared by Procedure H 
and Scheme S using f3-{l- [3- (1, 3-dioxolan-2- 

yl)propyl] - 4 -piperidinyl} phenyl) -* 2 -methylpropanamide and 
1 - (2 -methylphenyl ) hydrazine hydrochloride : . ESMS m/e : 
404.2 (M + H)*. 

30 

Exaa^le 410 

2-METHin[.-N- (3-{l- [2- (l-METHYL-lH-INDOIi-B-YL) ETHYI.] -4- 
PXFERXDXMYL}PHEim:i) PROPANAMIDE: Prepared by Procedure 
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H and Scheme S using N-O- {l- [3- (1, 3-<iioxolan-2- 

yl) propyl] -4-piperidinyl}phenyl) -2 -methylpropanamide and 

1 - methyl -1-phenylhydrazine: ESMS m/e: 404.2 (M + H)*. 

5 Example 411 

2- METHYL-N- (3-{l- [2- {5-METHYL-1H-IND0L-3-YL) ETHYL] -4- 
PIPERIDINYL} PHENYL) PROPANAMIDE: Prepared by Procedure 
H and Scheie S using lf-r3-{l<- [3* (l/3-dioxolan*-2* 
yl) propyl] -4-piperidinyl}phenyl) -2 -methylpropanamide and 

10 1- (4*methylphenyl) hydrazine hydrochloride: ESMS m/e: 
404.2 (M + H)^. 

Example 412 

2-METHYL-N- [3- (l-{2- [5- (TRIFLUOROMETHOXY) -lH-lNDOL-3- 
15 YL] ETHYL}-4-PIPERIDINYL) PHENYL] PROPANAMXDE.- Prepared by 

Procedure H and Scheme S using JV- C3-{l- [3- (1, 3-dioxolan- 
2-yl>propyl] - 4 -piper idinyl} phenyl) -2-methylpropanaTnide 
and 1~ [4- (trif luoromethoxy) phenyl] hydrazine 

hydrochloride: BSMS m/e: 474.2 (M + H)*. 

20 

Exasqple 413 

N- (3-{l- 13- (IH-BBNZO [G] IND0L-3-YL) PROPYL] -4- 
PIPERIDINYL}PHENYL) - 2 -METHYLPROPANAMIDE : Prepared by 

Procedure H and Scheme S using f3-{l- [4- (1, 3-dioxolan- 
25 2-yl) butyl] - 4 -piperidinyl} phenyl) -2 -methylpropanamide 

cuid 1- (1-naphthyl) hydrazine hydrochloride : ESMS 454 . 2 
m/e: (M + H)*. 

Exanqple 414 

30 2-METHYL-W-f3-{l- [3- (1 -METHYL- IH-INDOL- 3 -YL) PROPYL] -4- 

PIPERIDINYL}phenyl)PROPANAMIDE: Prepared by Procedure H 
and Scheme S. A mixture of i^- C3- {l- [4- (1, 3-dioxolan-2- 
yl) butyl] -4-piperidinyl}phenyl) -2 -methylpropanamide (100 
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mg, 0.270 ramol) , 1-methyl- 1-phenylhydrazine (106 mg, 
0,870 mmol), ZnCla (119 mg, 0.870 nnnol) and HOAc (1.00 
mL) was heated for 12 h at 80 **C. The resulting crude 
mixture was diluted with water (20 mL) , the aqueous 
5 layer was neutralized with a saturated K2CO3 solution (10 
mL) and extracted with CH2CI2 (3 X 20 mL) . The combined 
organic layers were concentrated in vacuo and the 
residue was purified by preparative TLC using 3 % of NH3 
(2.0 M in methanol) in C3l2Cl2 to give the desired product 

10 2-methyl-N- f3-{l- [3- (l-methyl-lH-indol-3-yl) propyl] -4- 

piperidinyl}phenyl)propanamide (20.7 rag, 18.7 %) : NMR 
(400 MHz, CDCI3) 6 7.60 (d, IH, J - 8.1 Hz), 7.45 (s, 
IH) , 7.35 (d, IH, J = 7.4 Hz), 7.25 (m, 4H) , 7.09 (t, 
IH, J = 7.3 Hz), 6.97 (d, IH, J = 7.3 Hz), 6.86 (s, IH) 

15 3.75 (s, 3H) , 3.11 (d, 2H, J = 11.6 Hz), 2.79 (t, 2H, J 

= 7.3 Hz), 2.51 (m, 4H) , 2.12-1.81 (m, 8H) , 1.25 (d, 6H, 
J = 7.1 Hz); Anal. Calcd for C27H3SN3O+0 .225 CHCI3: C, 
13, SI} H, 7.99; N, 9.45. Found: C, 73.93; H, 7.90; N, 
9.23; ESMS m/e: 418.2 (M + H)*. 

20 

Example 415 

2-METHyL-N- (3-{l- [3- {5-METEnni-lH-INDOL-3-yL) PROPYL] -4- 
PIPERIDXNnn:i}PHEim:a)PROPANAMIDE: Prepared by Procedure 
H and Scheme S using N- f3-{l- [4- (l,3-dioxolan-2- 
25 yl) butyl] -4 -piperidinyl }phenyl) "2-methylpropanamide amd 

1- (4-methylphenyl) hydrazine hydrochloride: ESMS m/e: 
418.2 (M + H)*. 

Exaxqple 4 IS 

30 2-METHYL-N- [3- (l-{3- [5- (TRIFLUOROMETHOXY) -lH-XMDOL-3- 

YIi] PR0PYL}-4 -PIPERIDINYL) PHENYL] PROPANAMIDE : Prepared by 
Procedure' H amd Scheme S using N- f3-{l- [4- (1, 3-dioxolan- 

2- yl)butyl] -4-piperidinyl}phenyl) -2-methylpropanamide 
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and l-[4- 

( trif luoromethoxy) phenyl] hydrazine hydrochloride : ESMS 
m/ei 488.2 (M + H)*. 

5 Eacample 417 

2-METH7Ii*N- (3-{l- [3- (7 -METHYL- 1H-IND0L-3-YL) PROPYL] -4- 
PZPERXDIimi}PHENYL)PROPANAHIDE: Prepared by Procedure H 
and Scheme S using X/- ^3-{l- [4- (l,3-dioxolan-2-yl)butyl] - 
4 -piper idinyl } phenyl ) - 2 -me t hylpropsmainide and 1 - ( 2 - 
10 methylphenyl) hydrazine hydrochloride: ESMS m/e: 418.2 (M 
+ H)*. 

Example 418 

N- (3-{l- [3- (7-MBTHOXY-1H-INDOL-3-YL) PROPYL] -4- 
15 PIPERIDINYL}PHENYL)-2-METHYLPROPANAMIDE5 Prepared by 

Procedure H and Scheme S using 1^- r3-{l- [4- (1, 3-dioxolan- 
2-yl) butyl] - 4 -piper idinyl} phenyl) -2-methylpropanamide 
and 1- {2-methoxyphenyl) hydrazine hydrochloride: ESMS 
m/e: 434.0 (M + H)*. 

20 

Example 419 

N-(3-{l- [2-(7-MBTH0Xy-lH-IND0L-3-YL)ETHYL] -4- 
PlPERIDINyL}PHENyL) - 2 -METHYLPROPANAMIDE : Prepared by 
Procedure H and Scheme S using iff- f3-{l- [3- (1, 3-dioxolan- 
25 2-yl) propyl] -4-piperidinyl }phenyl) -2 -methylpropanamide 

and 1 - ( 2 -met hoxyphenyl ) hydrazine hydrochloride : ESMS 
m/e: 420.2 {M + H)*. . 

Example 420 

30 N- (3-{l- [2- (5-METHOXY-lH-INI)OL-3-YL) ETHYL] -4- 

PXPERIDINYL}PHENYL) -2 -METHYLPROPANAMIDE: Prepared by 

Procedure H and Scheme S using Iff- f3-{l- [3- (1, 3-dioxolan- 
2-yl)propyl] -4-piperidinyl }phenyl) -2 -methylpropanamide 
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and 1- (4- methoxyphenyl) hydrazine 

hydrochloride: ESMS m/e: 420.2 (M + H)*. 

Exaingple 421 

5 2-METHYIi-N-(3-{l- [4- (5-METHYIi-2-PHENYI.-lH-INDOL-3- 

YL) BimrL] -4-PIPERIDINYL}PHBimi) PROPANAHIDEs Prepared by 
Procedure E and Scheme M using 2-methyl-W^{3- [1- (6-oxo- 
6-phenylhexyl) -4 -piperidinyl] phenyl }prqpanamide and 1- 
(4-methylphenyl) hydrazine hydrochloride: ESMS m/e: 508.3 
10 (M + H)*. 

Exaniple 422 

2-METHYI.-N- [4- (l-{ [1- (4-HETH7LPHEimi) -lH-Iin)OL-3- 
YL] METHYL} -4 -PIPERIDINyL) PHENYL] PROPANAMIDE: Prepared by 
15 Procedure D and Scheme N using 2 -methyl-^- [4- (4- 
piper i dinyl ) phenyl ] propanamide and 1 - { 4 -me thylphenyl ) - 
IH- indole: ESMS m/e: 466.2 (M + H)*, 

Example 423 

N- [4- (l-{ [1- (4-METHYLPHENYL) -lH-INDOL-3-YL]METHyL}-4- 
PIPERIDINYL) PHENYL] BUTANAMIDE: Prepared by Procedure D 
and Scheme N using JN^- [4- (4-piperidinyl)phenyl] butanamide 
and 1- (4-raethylphenyl)-lH- indole: ESMS m/e: 466.2 (M + 
H)*. 

Example 424 

N- [3- (l-{ [2- (2-AIlINOPHENYL) -lH-INXX>L-3-YL] METHYL} -4- 
PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMXDE : Prepared by 
Procedure D and Scheme N using 2-methyl-ia- [3- (4- 
piperidinyl) phenyl] propanamide and 2- (lH-indol-2- 
yl) aniline: ESMS m/e: 467,2 (M + H)*. 



20 



25 



30 



Exan^le 425 
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BTHYL 3- ({4- [3- (ISOBUTYRYLAMINO) PHENYL] - 

1- PlPEXaDIim:i}MBTEYL) -lH-ZNDOLE-2-CAKBOXYIiATE : Prepared 
by Procedure D and Scheme N using 2-methyl-^- [3- (4- 
piperidinyl) phenyl] propanamide and ethyl lH-indole-2- 

5 carboxylate: ESMS m/e: 448.2 (M + H)*. 

Example 426 

2- METHYI.-N- (3 -{l- [ {l-METHYI.-lH-INDOI.-3-YL) METHYL] -4- 
PIPERIDXNYL}PHENYL}PROPA2ilAHIDE: Prepared by Procedure D 

10 and Scheme N using 2-methyl-i^- [3- (4- 

piperidinyl ) phenyl] propanamide and 1 -methyl - IH- indole : 
ESMS m/e: 390.2 (M + H)*. 

Example 427 

15 N- (3-{l- [ (5-METHOXY-2-METHYL-1H-INDOL-3-YL) METHYL] -4- 

PIPBRIDINYL}PHENYL)-2-METHYLPR0PANAMIDE: Prepared by 
Procedure D and Scheme N using 2-methyl-J^- [3- (4- 
piperidinyl ) phenyl] propanamide and 5 -methoxy- 2 -methyl- 
IH- indole: ESMS zn/e: 420.2 (M + H)*. 

20 

Example 428 

2-METHYL-N- (3 -{l- [ {l-MBTHYL-2-PHENYL-lH-INDOL-3- 
YL)HETHYL] -4-PIPERIDINYL}PHENYL) PROPANAMIDEs Prepared by 
Procedure D and Scheme N using 2-methyl-N- [3- (4- 
25 piperidinyl) phenyl] propanamide and 1 -methyl -2 -phenyl -IH- 
indole: ESMS m/e: 466.2 (M + H)*. 

Example 429 

2-METHYL-N- (3-{l- [ (5-NITRO-1H-INDOL-3 -YL) METHYL] -4- 
30 PXPERIDIim[.}PHBNYL) PROPANAMIDE: Prepared by Procedure D 
and Scheme N using 2-methyl-Jf- [3- (4- 

piperidinyl)phenyl]propanamide and 5-nitro-lH- indole : 
ESMS m/e: 421,1 (M + H)*. 
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Example 430 

2-MBTHYL-N- {3-{l- [ (2-MErrHyL-lH-IOT)OL-3-yL)METHYL] -4- 
PIPERIDIimi}PHENYL)PRpPANAllXDE: Prepared by Procedure D 
5 and Scheme N using 2-methyl-N- [3- {4- 

piper idinyl ) phenyl] propanamide and 2 -methyl - IH- indole : 
ESMS m/ei 390.2 (M + H)^. 

Example 431 

10 N- (3-{l- [ {4-BR0M0-lH-IND0L-3-Yli) METHYL] -4- 

PIPERZDINYi:i}PHEimi) -2 -METHYLPROPAlilAMXDE : Prepared by 
Procedure D and Scheme N using 2-methyl-l/- [3- (4- 
piper idinyl) phenyl] propanamide and 4 -bromo-lH- indole i 
ESMS jn/e: 455.0 (M + H)*. 

15 

Example 432 

N- [3- (l-{ [2- (4-FLUOROPHENYL) ~lH-INDOL-3-YL]METHyL}-4- 
PIPERIDINYL) PHENYL] -2-METHyLPROPANAMIDE: Prepared by 
Procedure D and Scheme N using 2-methyl-K- [3- (4- 
20 piperidinyl) phenyl] propanamide and 2 - (4 - f luorophenyl) - 
IH- indole: ESMS m/es 470.0 (M + H)*. 

Exan^le 433 

N- (3 - { 1- [ (1 , 2-DIPHENYL-1H-IND0L-3-YL) METHYL] -4- 
25 PIPERIDINYL} PHENYL) -2-MBTHyLPROPANAMIDE: Prepared by 

Procedure D and Scheme N using 2 -methyl -N- [3- (4-- 
piperidinyl) phenyl] propanamide and 1, 2-diphenyl-ifr- 
indole: ESMS m/e: 528.2 (M + H)^. 

30 Example 434 

N- [3- (l-{ [2- (4-CHLOROPHENYL) -1-.ETHYL-1H-IND0L-3- 

YL] METHYL} -4 -PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE s 

Prepared by Procedure D and Scheme N using 2 -methyl -Jf- 
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piperidinyl) phenyl Ipropanamide and 2- (4-chlorophenyl) -1- 
ethyl"lH- indole: ESMS m/ei 514,1 (M + H)*. 

5 Example 435 

N" {3-{l- [ (5-CraORO-2-METHni-lH-Iin)OL-3-yL) METHYL] -4- 
PIPERIDINYLlPHENYL) -2-MBTHyLPROPANMaDE: Prepared by 
Procedure D and Scheme N using 2-methyl-J/- [3- (4- 
piperidinyl) phenyl] propanamide and 5 -chloro-2 -methyl -IH- 
10 indole: ESMS m/e: 424.1 (M + H)*. 

Example 436 

N- (3-{l- [ (5-CYANO-1H-INDOL-3-YI.) METHYL] -4- 

PIPERZDINYL}PHENYL) -2-METHyLPROPANAMIDE: Prepared by 
15 Procedure D and Scheme N using 2-methyl-J7- [3- (4- 
piperidinyl)phenyl]propanamide and lH-indole-5- 
carbonitrile: ESMS jn/e: 401.1 (M + H)*. 

Exanqple 437 

20 2-METHyL-N- {3-{l- [ (5-METHYL-2-PHENYL-1H-INDOL-3- 

YL) METHYL] -4-PIPERIDIOTL}PHENYL) PROPANAMIDE: Prepared by 
Procedure D and Scheme N using 

2-methyl-N- [3- (4 -piperidinyl) phenyl] propanamide and 5- 
methyl-2-phenyl-lH- indole: ESMS m/ei ASS, 2 (M + H)"^. 

25 

Exaii^le 438 

2-METHYL-N- [3- (l-{ [1- (4-HITROPHBNYL) -lH-lNDOL-3- 
YL] METHYL} -4 -PIPERIDINYL) PHENYL] PROPAHAMIDB:. Prepared by 
Procedure D and Scheme N using 2-methyl-N- [3- (4- 
30 piperidinyl) phenyl] propanamide and 1- (4-nitrophenyl) -IH- 
indole: ESMS m/e: 497,2 (M + H)*. 



Example 439 



wo 03/004027 



PCT/US02/21063 



350 

N- 13- (l-{ [1- (2- FLUOROPHBNYL) -lH-IMD0I#-3- 

YIil METHYIi} -4 -PIPERIDINYL) PHENYL] -2-METBnrC.PROPAKAMIDE: 

Prepared by Procedure D suid Scheme N using 2 -methyl- Jf- 
[ 3 - ( 4 -piper idinyl ) phenyl ] propanamide and 1 - { 2 - 

5 fluorophenyl)-lH- indole: ESMS m/e: 470.1 (M + H)*. 

Example 440 

N- (3-{l- [(5, 6-DIMETHOXY-lH--INDOIi-3-yii) METHYL] -4- 
PIPERIDINYL}PHENYL) -2-METHYLPROPAH2kHIDE: Prepared by 
10 Procedure D and Scheme N using 2-methyl-J/- [3- (4- 
piperidinyl) phenyl] propanamide and 5, 6-dimethoxy-lH- 
indole: ESMS m/e: 436.2 (M + H)*. 

Exaniple 441 

15 2-METHyL-N- [3- (l-{ [1- (S-METHYLPHENYL) -lH-INDOL-3- 

YL] METHYL} - 4 -PIPERIDINYL) PHENYL] PROPANAMIDE : Prepared by 
Procedure D and Scheme N using 2-methyl-J/- [3- (4- 
piperidinyl) phenyl] propanamide and 1- (3-methylphenyl) - 
IH- indole: ESMS m/ei 466.2 (M + H)*. 

20 

Example 442 

2-METHYL-N-{3- [1- {{l- [3- (TRIFLUOROMETHYL) PHENYL] -IH- 
IND0L-3-YL}METHyL) -4 -PIPERIDINYL] PHENYL} PROPANAMIDE : 

Prepared by Procedure D and Scheme N using 2-methyl-jr- 
25 [3- ( 4-piper idinyl) phenyl] propanamide and 1- [3- 

( trifluoromethyl) phenyl ] -IH- indole: ESMS m/e: 520.2 (M + 

Exan^le 443 

30 N- [3- (l-{ [1- (4-METHOXypHENyL) -1H-1ND0L-3-YL] METHYL} -4- 

PIPERIDINYL) PHENYL] - 2 --METHYLPROPANAMIDE : Prepared by 
Procedure D and Scheme N using 2 -methyl -17- (3- (4- 
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piperidlnyl ) phenyl] pr opanamide and 5 -me thoxy- 2 -phenyl - 
IH-indole: ESMS m/es 482.2 (M + H)*. 

Kxaxaple 445 

5 2-METHYL-N- (3-{l- t ( 5 -METHYL- IH-IIjTOOL- 3 -YL) METHYL] -4- 

PIPERIDINYL } PHENYL) PROPANAMIDE: Prepared by Procedure D 
and Scheme N using 2-methyl-JNr- [3- (4- 

piperidinyl) phenyl] propanamide and 5 -methyl -IH- indoles 
ESMS m/e: 390.2 (M -i- H)^. 

10 

Example 446 

[3- (i«{ [1- (2-NITROPHENYL) -UET-INDOL-S-YL] MBTHYI«}-4- 
PIPERIDINYL) PHENYL] -2-METHYLPROPANAMIDE: Prepared by 
Procedure D and Scheme N using 1- (2-nitrophenyl) -IH- 
15 indole and 2-methyl-N"- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/ez 497.2 (M + H)*. 

Bicample 447 

1/- [3- (l-{ (1- (2-METHOXyPHENYL) -1H-IND0L-3-YL] METHYL} -4- 
2 0 PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 

Procedure D and Scheme N using 1- (2-methoxyphenyl) -IH- 
indole and 2-methyl-l^- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/ez 482.2 (M + H)*. 

25 Example 448 

2-MBTHYL-*l/-{3- [1- ({l- [2- (TRIFLUOROMETHYL) PHENYL] -IH- 
IHDOL-3-YL}MBTHYL) -4 -PIPERIDINYL] PHENYL} PROPANAMIDE s 

Prepared by Procedure D and Scheme N using 1- [2- 
(trif luoromethyl) phenyl] -IH- indole, and 2-methyl--N^ [3- 
30 (4-piperidinyl)phenyl]propanamide: ESMS m/ez 520.2 (M + 



Example 449 
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[(5-METHOrsr-lH- IllD0L-3-YL)METHXli] -4- 

PIPERIDINyL}PHBNYL)-2-MEKrHyLPROPAK2^DE: Prepared by 
Procedure D and Scheme N using lH-indol-5-yl methyl 
ether and 2-methyl-N- [3- (4- 

5 piperidinyl) phenyl] propanamide: ESMS m/e: 406.2 (M + H)*. 

Exasiple 450 

[3- [1- (4-FLUOROPHEimi) -lH-INDOL-3-YLlMEXHYL}-4- 
FZPERIDXNYL) PHEimi] -2 -METHYIiPROPANMaiDE : Prepared by 
10 Procedure D and Scheme N using 1- (4-f luorophenyl) -IH- 
indole and 2-methyl-N- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 470.2 (M + H)*. 

Example 451 

15 1^- [3- (l-{ [1- (3-METHOXyPHENYL) -lH-INDOL-3-yL] METHYL} -4- 

PlPERIDINyii) PHENYL] -2 -METHYLPROPANAMIDE : Prepared by 
Procedure D and Scheme N using 1- (3-methoxyphenyl) -IH- 
indole and 2-methyl-i^~ [3~ (4- 

piperidinyl ) phenyl] propanamide : ESMS m/e : 482.2 (M + H) * . 

20 

Exan^le 452 

2-METHYL-i7- [3- (l-{ [1- ( 2 -METHYLPHENYL) -lH-INDOL-3- 
YL] METHYL} -4 -PlPERIDIimi) PHENYL] PROPaoaM^ Prepared by 
Procedure D and Scheme N using 1- (2-methylphenyl) -IH- 
25 indole and 2-methyl-W- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 466.2 (M + H)*. 
Example 453 

ETHYL 3 - ({4 - [3 - (ISOBUTYRYLi^MINO) PHENYL] -1- 

PIPERIDINYL}METHYL) - 5 -METHOXY- IH- INDOLE - 2 - CARBOXYIATE : 

30 Prepared by Procedure D and Scheme N using ethyl 5- 
methoxy-lH-indole-2-carboxylate and 2-methyl-N- [3-(4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 478.2 (M + H)*. 
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Exaniple 454 

[ {5-PLXTOR0-lH-IliIDOL-3-YL) METHYL] -4- 
PIPERIDXNTIi} PHENYXi) - 2 -MBTHTLFROPANMIXDE s Prepared by 
Procedure D and Scheme N using 5-f luoro-lH-indole and 2- 
5 methyl-JT- [3- (4-piperidinyl) phenyl] propanamide: ESMS jn/e: 
394.2 (M + H)*. 

l-PHENYIa-lH- INDOLE: Prepared by Procedure C and Scheme O 
using IH- indole and iodobenzene: ESMS m/e: 193.9 (M + 
10 H)*. 

1- (4-CHLOROPHENYL) -IH- INDOLE; Prepared by Procedure C 
and Scheme O using IH- indole and l-chloro-4-iodobenzene: 
ESMS m/e: 227-9 (M + H)*. 

15 

1- (3 -CHLOROPHENYL) -IH- INDOLE: Prepared by Procedure C 
and Scheme O using IH- indole and l-chloro-3 -iodobenzene: 
ESMS m/e: 227.9 (M + H)*. 

1- (2 -CHLOROPHENYL) -IH- INDOLE: Prepared by Procedure C 
20 and Scheme O using IH- indole and l-chloro-2-iodobenzene: 

ESMS m/e: 227.9 (M + H)*, 

1 - [ 2 - ( TRIFLOOROMETHYL ) PHENYL] - IH- INDOLE : Prepared by 
Procedure C and Scheme O using IH- indole and l-iodo-2- 
25 (trifluoromethyl) benzene: ESMS m/e: 262.0 (M + H)*. 

4-(lH-IND0L-l-YL)BENZ0NITRILE: Prepared by Procedure C 
and Scheme O using IH- indole and 4-iodobenzonitrile: 
ESMS m/e: 219.0 (M + H)*. 

30 

1- (4-NITROPHENYL) -IH- INDOLE: Prepared by Procedure C 
and Scheme O using IH- indole and l-iodo-4-nitrobenzene: 
ESMS m/e: 238.2 (M + H)*. 
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1- (2 -NITROPHBrreD -Iff- INDOLE: Prepared by Procedvire C 
and Scheme O using IH-indole and 1-iodo- 2 -nitrobenzene: 
ESMS in/e: 238.2 (M + H)*. 

5 

Example 455 

[3- U- (4-CHLOROPHENYIi) - IH-INDOL-B-YI.] METHYL} -4- 

PIPERIDINYL) PHENYL] PROPANAMIDE: Prepared by Procedure D 
and Scheme N using 1- (4-chlorophenyl) -IH- indole and 
10 [3- {4-piperidinyl) phenyl] propanamide: ESMS m/e: 472,1 (M 

+ H)*. 

Exasqple 456 

N- [3- (l-{ [1- (3-CHLOROPHENYL) «lH-IND0L-3-YL] METHYL} -4- 
15 E^IPERIDINYL) PHENYL] PROPANAMIDEs Prepared by Procedure D 

and Scheme N using 1- (3-chlorophenyl) -IH- indole and 
[3- (4 -piper idinyl) phenyl] propsmamide: ESMS m/e: 472.1 (M 
+ H)*. 

20 Example 457 

N- [3- (l-{ [1- (2-CHLOROPHKNYL) -1H-IMDOL-3-YL] MBTHYL}-4- 
PXPERXDXNYL) PHENYL] CYCLOPROPANECASBOXAMIDE : Prepared by 
Procedure D and Scheme N using 1- {2-chlorophenyl) -IH- 
indole and Jf-[3-(4- 

25 piperidinyl ) phenyl] cfyclopropanecarboxamide : ESMS m/e : 
484.1 (M + H)*. 

Example 458 

[3- (l-{ [1- {3-CHLOROPHBNYL) -lH-INDOL-3-YLlMETHYL}-4- 
30 P1PERID12IYL) PHENYL] -2 -METHYLPROPANAMlDEs Prepared by 

Procedure D and Scheme N using 1- (3-chlorophenyl) -IH- 
indole and 2-methyl-J/- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 486.1 (M + H)*. 
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Exanqple 459 

jr- [3- (l-{ [1- (4-CHLOROPHEOTL) -lff-IND0L-3-YI.]MBTHYL}-4- 
PIPERIDZNYIi) PHEOmi] - 2 -^HETHYLPROPANAMXDE : Prepared by 
5 Procedure D and Scheme N using 1- (4-chlorqphenyl) -IH- 
indole and 2-methyl-JX- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 486-2 (M + H)*. 

Exanple 460 

10 N- [3- [1- (2-CHLOROPHKOTl.) -IH- INDOLES -YLl METHYL} -4- 

PIPERXDnmi) PHENYL] - 2 -METHYLPR0PA1I2VHIDE : Prepared by 
Procedure D and Scheme N using 1- (2-chlorophenyl) -IH- 
Indole and 2-methyl-l^- [3- (4- 

piperidinyl)phenyl]propanamide: ESMS m/e: 486.2 (M + H)*. 

15 ' 

Example 461 

N- [3- {l-{ [1- (2-CHLOROPHENYL) -lH-INDOL-3-yL] METHYL} -4- 
PIPERIDINYL) PHENYL] PROPANAMIDE s Prepared by Procedure D 
and Scheme N using 1- (2~chlorophenyl) -IH-indole and 
20 [3 - { 4 -piperidinyl) phenyl] propanamide : ESMS m/e : 472 , 1 (M 

+ H)*. 

Example 462 

N- [3- (l-{ [1- (4-CHLOROPHENYL) - 1H-INDOL-3-YL1 METHYL} -4- 
25 PIPERIDINYL) PHENYL] CYCLOPROPiOSIEClkRBOXAMIDE: Prepared by 

Procedure D and Scheme N using 1- (4-chlorophenyl) -IH- 
indole and 2^-[3-{4- 

piperidinyl ) phenyl] cyclopropanecarboxamide: . ESMS m/e: 
484.1 (M + H)*. 

30 

Example 463 

[3- (l-{ [1- O-CHLOROPHENYL) .1H-INDOL-3-YL] METHYL} -4- 
PIPERIDINYL) PHENYL] CYCLOPROPANECARBOXAMIDE : Prepared by 
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Procedure D and Scheme N using l- (3-chlorophenyl) - 
IH- indole and N- [3- (4- 

piperidinyl) phenyl] cyclopropanecarboxainide : ESMS m/ez 
484.1 (M + H)*.. 

5 

Example 464 . 

N" f3-{l- I (l-PHENyL-lH-IND0L-3-YIi)MKTHYI.l -4- 
PZPERIDXimi}FHENYL)PROPJaXAHIDEs Prepared by Procedure D 
and Scheme N using 1 -phenyl -IH- indole and i^-t3~(4- 
10 piper idinyl) phenyl] propanamide: ESMS xn/e: 438.2 (M + H)*. 

Bxaiople 465 

jV-C3-{l- [ (l-PHENYL-lfi^-IND0L-3-YL)METHYIil -4- 
PIPERIDINYI.}PHENYL)CYCLOPROPMIECARBOXAMIDE: Prepared by 
15 ' Procedure D and Scheme N using 1 -phenyl ^IH- indole and N- 
[3 ~ ( 4 -piperidinyl ) phenyl ] cyclopropanecarboxamide : ESMS 
m/ez 450.2 (M + H)"^- 

6-CHLORO-l- (4-NITROPHENYL) -IH-INDOIiK: Prepared by 

20 Procedure C and Scheme O using 6-chloro-lH- indole and 1- 

iodo- 4 -nitrobenzene: ESMS m/e: 272.6 (M + H)*. 

6-CHLORO-l- (2, 3-DXCHIiOROPHENYIi) -lH-X2SD0LEs Prepared by 
Procedure C and Scheme O using 6-chloro-lH- indole and 
25 l,2-dichloro-3-iodobenzene: ESMS m/e: 296.5 (M + H)*. 

6-CHI.ORO-l-(3-METHYIiPHENYL)-lJBr--IKDOIiB: Prepared by 

Procedure C and Scheme O using 6 -chloro-lH- indole and 1- 
iodo-3-methylbenzene: ESMS m/ez 241.9 (M + H)*. 

30 

6-CHLORO-l-(2-METHYLPEENYL) -Iff- INDOLES Prepared by 

Procedure C and Scheme O using 6-chloro-lH- indole and 1- 
iodo-2-methylbenzene: ESMS m/e: 241.9 (M + H)*. 
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2- {6-CmORO-lH-I»DOL-l-in:i)PHEami JSSTSIL ETHKR: Prepared 
by Procedure C and Scheme O using 6-chloro-lH- indole and 
l-iodo-2-methoxj^enzene: ESMS jn/e: 257.9 (M + H)*. 

5 

6-CHLORO-l- [3- (TRIFLUOROHETHYL) PHENZIi] -IH- INDOLE: 
Prepared by Procedure C and Scheme O using 6-chloro-lH- 
indole and l-iodo-3- (trifluoromethyl) benzene: ESMS m/ez 
295.6 (M + H)*. 

10 

6-CHI.ORO-l-(2-FLTOROPHBNYIi)-lH-iNDOi:iE: Prepared by 

Procedure C and Scheme O using 6-chloro-lH- indole cOid It 
fluoro-2-iodobenzene: ESMS m/ez 245.9 (M + H)*. 

15 e-OTWRO-l- (3-CHLOROPHENYL) -IE- INDOLE: Prepared by 

Procedure C and Scheme 0 using 6 -chloro-lH- indole and 1- 
chloro-3-iodobenzene: ESMS m/ez 261.9 (M + H)*. 

6-CHIiORO-l- (4-CHriOROPHENYL) - Iff- INDOLE: Prepared by 

20 Procedure C and Scheme O using 6 -chloro-lH- indole and 1- 

chloro-4-iodoben2ene: ESMS m/ez 262.9 (M + H)*. 

6-CHLORO-l-(2-CHLOROPHENyii)-l£r- INDOLE: Prepared by 

Procedure C and Scheme O using 6 -chloro-lH- indole and 1- 
25 chloro-2-iodoben2ene: ESMS m/ez 262.9 (M + H)*. 

3- (6-CHLORO-lH-INDOL-l-yL) PHENYL METHTL ETHER: Prepared 
by Procedure C and Scheme O using 6-chloro-lH- indole and 
l-iodo-3-methoxybenzene: ESMS m/ez 257.9 (M + H)*. 

30 

6-CHLORO-l- [4- (TRIFLUOROHETHYL) PHENYL] -IH- INDOLE: 

Prepared by Procedure C and Scheme O using e-chloro-lH- 
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indole and l-iodo-4- (trifluoromethyl) benzene 

ESMS m/e: 295.6 (M + H)*. 

6-CHLORO-l-(4-METHHiPHEHyL)-lH- INDOLES Prepared by 
5 Procedure C and Scheme O using 6-chloro-lH- indole and 1- 
iodo-4-methylbenzene: ESMS m/e: 241.9 (M + H)*. 

6-CHLORO-l-(4-FLUOROPHBlsnili)-UEr- INDOLE: Prepared by 
Procedure C and Scheme O using 6 -chloro-lH- indole and 1- 
10 fluoro-4-iodobenzene: ESMS jn/e: 245.9 (M + H)*. 

Estanqdle 466 

N- [3- (l-{ [6-CHLORO-l- (4-FLUOROPHBNYL) -IH-INDOL-S - 

YLl METHYL} -4 -PIPERIDINYL) PHENYL] CYCLOPROPANECARBOXAMIDE s 

15 Prepared by Procedure D and Scheme N using 6-chloro-l- 
(4 - f luorophenyl) -IH- indole and J/-[3-{4- 

piperidinyl ) phenyl] cyclopropcUiecarboxamide : ESMS m/e : 
502.1 (M + H)*. 

20 Example 467 

[3- (l-{ t6-CHLOR0-l- (4-FLUOROPHENYL) -lH-INDOL-3- 
YL] METHYL} -4 -PIPERIDINYL) PHENYL] PROPANAMIDE : Prepared by 
Procedure D and Scheme N using 6-chloro-l- (4- 
f luorophenyl) - IH- indole and N- [3- (4- 

25 piperidinyl) phenyl] propsmamide: ESMS m/e: 490.1 (M + H>*. 

Example 468 

N-f3-{l- [(6-FLDORO-lH-INDOL-3-yL) METHYL] -4- ■ 
PIPER1DINYL}PHENYL) PROPANAMIDE: Prepared by Procedure D 
30 and Scheme N using 6- fluoro-lH- indole and ^-[3-(4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 380.1 (M + H)*- 
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Exainple 469 

J^-f3-{l- [{6-FLUORO-lH-INDOL-3-YL)MKTHYI.] -4- 
PIPBRIDIim.}PHBlsm:i)CYCIiOPR0PAiraclAimoX^ Prepared by 

Procedure D and Scheme N using 6-fluoro-lH-indole and N- 
5 [3- (4-piperidinyl)phenyl] cyclopropanecarboxamide : ESMS 

m/ei 392-1 (M + H)*. 

Escaaqple 470 

N-f3-{l- [(6-PLUORO-lH-m)OL-3-yL)METHYIi] -4- 
10 piPERIDIimi}PHENyL}-2-METH«.PROPANAMIDE: Prepared by 

Procedure D and Scheme N using 6-fluoro-lH- indole and 2- 
methyl-l^- [3- (4-piperidinyl) phenyl] propanamide : ESMS m/ei 
394.1 (M + H)*. 

15 Ekairple 471 

[3- (l-{ [6-CHLORO-l- (4-FLtIOROPHENyii) -lH-INDOL-3- 
YL] METHYI*} -4 -PIPERIDINYIi) PHENYL] -2 -METHYLPROPANAMIDE : 

Prepared by Procedure D and Scheme N using 6-chloro-l- 
(4-f luorophenyl) -IH- indole and 2-methyl-J\?- [3- (4- 

20 piperidinyl) phenyl] propanamide: ESMS m/e: 504.1 (M + H)*. 

Exaxitple 472 

N" 13- (l-{ [6-CHIiORO-l- (2-FLUOROPHENYIi) -lH-IND0r.-3- 
YLl methyl} - 4 - PIPERIDINYL) PHENYL] PROPIOIAMIDS : Prepared 
25 by Procedure D and Scheme N using 6-chloro-l- (2- 
f luorophenyl ) - IH- indole and JiT- [3 - ( 4 - 

piperidinyl) phenyl] propanamide: ESMS m/e: 490.1 (M + H)*. 

Exan^Ie 473 

30 N- [3- (l-{ [6-CHLORO-l- (2-PLUOROPHENYL) -lH-INDOL-3- 

YL] METHYL} -4 -PIPERIDINYL) PHENYL] CYCLOPROPANEClOffiOXAMIDE : 

Prepared by Procedure D and Scheme N using 6-chloro-l - 
(2-f luorophenyl) -IH- indole and [3- (4- 
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piperidinyl) phenyl] cyclopropanecarboxamide : ESMS m/e: 
• 502.1 (M + H)*. 

Exaniple 474 

5 AT- 13- (l-{ [6-CHLORO-l- (2-FIiUOROPHENYL) -lH-INDOL-3- 

YLl MBTHYIi} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE : 

Prepared by Procedure D and Scheme N using 6-chloro-l- 
{2-f luorophenyl) -IH- indole and 2-methyl-2^- [3- (4- 

piperidinyl) phenyl] propanamide ESMS m/ei 504-1 (M + H)*» 

10 

Example 475 

N- [3- {l-{ [6-CHLORO-l- {4-CHLOROPHENYL) -lH-INDOL-3- 
YL] methyl} -4 -PIPERIDINYL) PHENYL] PROPl^NAMIDE : Prepared 
by Procedure D and Scheme N using 6-chloro~l- (4- 
15 chlorophenyl ) - IH- indole and [3 - (4 - 

piperidinyl) phenyl] propanamide ESMS m/ei 506.1 (M + H)*. 

Example 476 

N- 13- [6-CHLORO-l- (4-CHLOROPHENYL) -lH-INDOL-3- 
20 YLlHETHYL} -4 -PIPERIDINYL) PHENYL] CYCLOPROPANECARBOXAMIDE: 

Prepared by Procedure D and Scheme N using 6-chloro-l- 
{4-clilorophenyl) -IH- indole and [3- (4- 

piper idinyl ) phenyl] cyclopropanecarboxamide ESMS m/e : 
518.1 (M + H)*. 

25 

Exaaople 477 

[3- [6-CHLORO-l- (4-CHLOROPHENYL) -lH-INDOL-3- 
YL] methyl} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE : 

Prepared by Procedure D and Scheme N using 6-chloro-l- 
30 (4 -chlorophenyl) -IH- indole and 2-methyl-jy- [3- (4- 

piperidinyl) phenyl] propanamide ESMS m/e: 520.1 (M + H)*. 
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Exaxnple 478 

If- [3_ [6-CHLORO-l- (3-CHLOROPHENYL) -lE-INDOL-3- 
YL] METHYL} -4 -FIPERIDIMYL) PHENYL] PROPAXIAMIDE : Prepared 
by Procedure -D and Scheme N using 6-chloro-l- O- 
5 chlorophenyl)-lH- indole and JP/-[3-(4- 

piperidinyl) phenyl] propanamide: ESMS m/ei 506.1 (M + H)*. 

Example 479 

If- [3- {!-{ [6-CHLORO-l- O-CHLOROPHENYL) -lF-INDOL-3- 
10 YL] METHYL} -4 -PIPERIDINYL) PHENYL] CYCLOPROPiOIECARBOXAMIDEs 

Prepared by Procedure D and Scheme N using 6-chloro-l- 
(3-chlorophenyl) -IH- indole and N- [3- (4- 

piperidinyl) phenyl] cyclopropcinecarboxamide : NMR (400 

MHz, CDCI3) 6 7-72 (d, IH, J = 8.4 Hz), 7.68 (s, IH) , 

15 7.49 (m, 2H) , 7.44 (d, 2H, J = 7.9 Hz), 7.49-7.25 (m, 

4H) , 7.21 (d, IH, J = 7.9 Hz), 7.17 (d, IH, J = 7.9 Hz), 
6.93 (d, IH, J = 7.9 Hz), 3.79 (s, 2H) , 3.13 (d, 2H, J = 
9.4 Hz), 2.48 (sept, IH, J = 7,5 Hz), 2.16 (m, 2H) , 1.80 
(m, 4H) , 1.51 (s, IH), 1.06 (m, 2H) , 0.806 (m, 2H) ; 

20 Anal. Calcd for C3oH29Cl2N30+HCl+1.4H20: C, 62.11; H, 

5.70; N, 7.24. Found: C, 62.19; H, 6.21; N, 7.06; ESMS 
m/e: 519.2 (M + H)*. 

Example 480 

25 [3- (l-{ [6-CHLORO-l- (3-CHLOROPHENyL) -lH-INI>0L-3- 

YL] METHYL}-4 -PIPERIDINYL) PHENYL] -2-METHYLPROPAN2aCIDE: 
Prepared by Procedure D and Scheme N using 6-chloro-l- 
(3-chlorophenyl) -IH- indole and 2-methyl-W- [3- (4- 

piperidinyDphenyll propanamide: ESMS m/e: 520.1 (M + H)*. 

30 

Example 481 

ir- f 3 -{1- [(5-PLUORO-1H-INDOL-3-YL) METHYL] -4- 
PIPERIDINYL}PHENYL)CYCLOPROPANEGARBOXAMIDE: Prepared by 
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Procedure D and Scheme N using 5 -fluoro-lH- indole 
and N-lS- (4 -piperidinyl ) phenyl] cyclopropanecarboxamide : 
ESMS m/e: 392.1 (M + H)*. 

5 Example 482 

N' [3- (l-{ [6-CHLORO-l- (2-CHL0R0PHEN7L} -lff-IND0I.-3- 
YL] METHYIi} -4 --PIPBRlDINni) PHENYL] -2-METHYLPROPJ^HAMXDE: 
Prepared by Procedure D and Scheme N using 6-chloro-l- 
(2-chlorophenyl) -IH- indole and 2-methyl-J/- [3- (4- 

10 piperidinyl) phenyl] propanamide: ESMS m/e: 520.2 (M + H)*. 

Example 483 

[3- (l-{ [6-CHIiORO-l- (3-METHOXYPHENYL) -Ur-IMDOL-3- 
YL] METHYL} - 4 - PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : 

15 Prepared by Procedure D and Scheme N using 3-(6-chloro- 
IH-indol-l-yl) phenyl methyl ether and 2-methyl-i^- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/ei 516.2 (M + H)*- 

Exanxple 484 

20 N- [3- (l-{ [6-CHLORO-l- (2-METHOXYPHENYL) -lH-INDOL-3- 

YL] METHYL} -4 -PIPERIDINYL) PHENYL] -2-METHYLPROPANAMIDE : 

Prepared by Procedure D and Scheme N using 2- (e-chloro- 
lH-indol-l-yDphenyl methyl ether and 2-methyl-N- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/ez 516.2 (M + H)*. 

25 

Exan^le 485 

N- [3- (l-{ [6-CHLORO-l- (2, 3-DICHLOROPHENYL) -lH-INDOL-3- 
YL] METHYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE : 

Prepared by Procedure D and Scheme N using 6-chloro-l- 
30 (2, 3-dichlorophenyl) -IH- indole and 2-methyl-J/- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 555.1 (M + H)*. 
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Eacainpla 486 

N' [3- [6-CHLORO-l- {4-METH3n.PHENYL) -lH-INDOL-3- 

YL] MBTHYIi}-4-PIPERIDmYL) PHENYL] -2-MBTHrLPROPAKIAMIDB : 
Prepared by Procedure D and Scheme N using 6-chloro-l- 
5 (4-inethylplienyl) -IH- indole and 2-methyl-N- [3- (4- 

piperidinyl) phenyl] propanattiide: ESMS m/e: 500.2 (M + H)*, 
Example 487 

W-{3- [1- ({6-CHI.ORO-l- [3- (TRIPLUOROMETHYL) PHENYL] -IH- 
IND0L-3-YL}METHYL) -•4-PIPERlJ)INYL] PHENYI.}-2- 
10 MBTHYLPROPANMIIDE: Prepared by Procedure D and Scheme N 
using 6-chloro-l- [3- (trif luoromethyl) phenyl] -IH- indole 
and 2 -methyl-N- [3 - (4-piperidinyl) phenyl] propanamide : 

ESMS m/e: 554.2 (M + H)*. 

15 Example 488 

N-{3- [1- ({6-CHLORO-l- 14- (TRIFLUOROMETHYL) PHENYL] -IH- 
IND0L-3-YL}METHYL) -4-PIPERIDINYL] PHENYIi}-2- 
METHYLPROPANAMIDE: Prepared by Procedure D and Scheme N 
using 6-chloro-l- [4- {trif luoromethyl) phenyl] -IH- indole 

20 and 2 -methyl - J\r- [3 - ( 4 -piperidinyl ) phenyl 1 propanamide : 

ESMS m/e: 554.2 (M + H)*. 

Example 489 

13- (l-{ [6-CHLORO-l- (2-METHYLPHENYL) -LH-INDOL-3- 
25 YL] METHYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE : 

Prepared by Procedure D and Scheme N using 6-chloro-l- 
( 2 -methylphenyl) -lH- indole and 2-methyl-J/- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 500.2 (M + H)*. 

30 Example 490 ' 

N- [3- {l-{ [6-CHLORO-l- {3-METHYLPHENyL) -lH-INDOL-3- 
YL] METHYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE : 

Prepared by Procedure D and Scheme N using 6-chloro-l- 
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(3-methylpheiiyl) -IH- indole and 2-methyl-l^- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 500.2 (M + H)*. 

Exas^le 491 

5 l/-f3-{l- [ (7-CHLORO-lH-INDOL-3-YIi)MBTHyL] -4- 

PIPERIDINyL}PHENYli) CTCLOPROPANEOUlBOXi^ Prepared by 

Procedure D and Scheme N iising 7-chloro-lH- indole and 
[3- (4-piperidinyl) phenyl] cyclopropanecarboxamide: ESMS 
m/e: 408.1 (M + H)*. 

10 

Bxasgple 492 

N-f3-{l- [(7-CHLORO-lH-3aaTOL-3-YL)METHXLl -4- 
PIPERIDINyi.}PHEMYL) - 2 -METHYLPROPAHAMIDE : Prepared by. 
Procedure D and Scheme N using 7 -chloro-lH- indole and 2- 
15 methyl-N- [3- (4-piperidinyl) phenyl] propanamide; ESMS m/e: 
410.1 (M + H)*. 

jSxample 493 

N-f3-{l- [ (4-FLU0R0-1H-IND0L-3-YL) METHYL] -4- 
20 PlPERIDINyL}PHENYIi) PROPANAMIDE: Prepared by Procedure D 

and Scheme N using 4-fluoro-lH- indole and N- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 380.2 (M + H)*. 

Example 494 

25 J7-C3-{1- [(7-CHi:iORO-Uff-INDOIi-3-YL)METHYIi] -4- 

PIPERIDINYI*}PHENYL) PROPANAMIDE: Prepared by Procedure D 
and Scheme N using 7-chloro-lH- indole and l^-[3-(4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 396.1 (M + H)*. 

30 Example 495 

2-MBTHYL-JJ-f3-{l- [ (6 -METHYL- IH-INDOL- 3 -YL) METHYL] -4- 
PIPBRIDINYL} PHENYL) PROPANAMIDE: Prepared by Procedure D 
and Scheme N using 6 -methyl -IH- indole and 2 -methyl -N- [3- 
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(4- 

piperidinyl) phenyl] propanamide: BSMS m/ei 390.2 (M + H)*. 
Example 496 

Jf- [3-{l-{ [6- (BENZYLOXY)-lH-lNDOL-3-YLlMBTHyL}-4- 
PIPERIDINYL) PHENYLl - 2 -MBOTYLPROPANAMIDB : Prepared by 
Procedure D and Scheme N using 6- (benzyloxy) -IH- indole 
and 2 -methyl -2ir- [3- (4 -piperidinyl) phenyl] propanamide: 

ESMS m/e: 482.2 (M + H)*. 

Exasqple 497 

3-{l- [ (6-MBTHOXy-lH-IliDOL-3-YL)MBTHYIil -4- 
PIPERIDINYI.}PHENyL) -2-MBTHYLPROPMIMa:DE : Prepared by 
Procedure D and Scheme N using lH-indol-6-yl methyl 
ether ' and 2-methyl-J^- 13- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 406.2 (M + H)*. 



Example 498 

METHYL 3- ({4- [3- { I SOBUTYRYLAMINO) PHENYL] -1- 

20 pipeRIDINYL}METHYL) -lH-INDOLE-6-CARBOXYLATE: Prepared by 

Procedure D and Scheme N using methyl IH- indole- 6- 
carboxylate and 2 -methyl -W- [3- (4- 

piperidinyl)phenyl]propanaraide: ESMS m/e: 434.2 (M + H)"^. 



25 Example 499 

2-METHYL-Jt/- [3- {l-{ [6- (TRIFLUOROMBTHYL) -UST-INDOL-S- 
YL] METHYL} - 4 -PIPERIDINYL) PHENYL] PROPANAMIDE : Prepared 
by Procedure D and Scheme N using 6- (trif luoromethyl) - 
IH- indole and ^ 2-methyl-N- [3- (4- 

30 piperidinyl) phenyl] propanamide: NMR (400 MHz, CDCI3) 5 
8.11 (s, IH), 7.66 (s, IH), 7.63 (s, 2H) , 7.44 (d, IH, J 
= 8.4 Hz), 7.39 (s, 2H), 7.32 (d, IH, J = 8.4 Hz), 7.16 
(t, IH, J = 8.4 Hz), 6.84 (d, IH, J = 8.4 Hz), 4.06 (s. 
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2H), 3.27 (d, 2H, J = 11.6 Hz), 2.56 (sept, IH, J = 
6.8 Hz), 2.37 (m, 3H) , 1.93 (m, 2H) , 1.75 (ra, 2H) , 1.22 
(d, 6H, J = 6.8 Hz); Anal. Calcd for 
C25H28F3N3O+2HCl+0.5EtOAc: C, 57.8; H, 6.11; N, 7.50. 
5 Found: C, 56.5; H, 6.46; N, 7.77; ESMS m/ei 444.2 (M + 

H)*. 

l-(2-PYiaDINYIi)-lH-INIX>IiB: Prepared by Procedure C and 
Scheme O using 2-iodopyridine and IH- indole: ESMS m/ei 
10 195.0 (M + H)*. 

1- (3 -PYRIDINHi) -IH- INDOLE: Erepared by Procedure C and 
Scheme O using 3-iodopyridine and IH-indole: ESMS m/ei 
195.0 (M + H)*. 

15 

Example 500 

2- METHyL-igr- [3- (l-{ [1- (S-PYRIDINYL) - IH- INDOL- 3 - 

YIi] methyl} -4 -PIPERIDINYL) PHENYL] PROPANAMIDE : Prepared 
by Procedure D and Scheme N using 1- (3-pyridinyl) -IH- 
20 indole and 2-raethyl-l/- [3- (4- 

piperidinyl) phenyl] propanamide : ESMS m/e: 453.2 (M + H)*. 

Example 501 

2-METHYL-lfl^- [3- (l-{ [1- (2-PYRIDINYL) -IH-INDOL-S- 
25 YL] METHYL} -4 - PIPERIDINYL) PHENYL] PROPANAMIDE : Prepared 

by Procedure D and Scheme N using 1- (2-pyridinyl) -IH- 
indole and 2-methyl-lf" [3- (4- 

piperidinyl ) phenyl] propanamide : ESMS m/e: 453.2 (M + H) * . 

30 Exaniple 502 

jf.f3_{l« [{6-PLUORO-1-PHENYL-1H-INDOL-3-YL) METHYL] -4- 

PIPERIDINYL}PHENYL) -2 -METHYLPROPANAMIDB : Prepared by 

Procedure D and Scheme N using 6-f luoro-l-phenyl-lH- 
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indole and 2-methyl-J\r- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS in/e: 470.2 (M + H)*. 

Exan^le 503 

5 lJ-f3-{l- I (S-CHLORO-l-PHENYL-lH-INDOL-S-YIi) METHYL] -4- 

FIPERIDXllYL}PHEinrL) - 2 •METH7LPR0PANAHIDE : Prepared by 
Procedure D. and Scheme N using 6-chloro-l -phenyl -IH- 
indole and 2 -methyl -N- [ 3 - ( 4 - 

piperidinyl) phenyl] propanamide: ESMS m/e: 486.2 (M + H)*. 

7-METHYL-l-PHENYL-lH- INDOLE: Prepared by Procedure C 
and Scheme O using 7 -methyl-lH- indole and iodobenzene: 
ESMS m/e: 208.1 (M + H)^. 

15 METHYL 1 - PHENYL -IH- INDOLE* 6 -GARBOXYLATE: Prepared by 

Procedure C and Scheme O using methyl IH- indole- 6- 
carboxylate and iodobenzene: ESMS in/e: 252.0 (M + H)** 

6 - METHYL-l-PHENYL-lH- INDOLE: Prepared by Procedure C 
and Scheme O using 6 -methyl -IH- indole and iodobenzene: 

20 ESMS m/e: 208.0 (M + H)*. 

7- CHLORO-l-PHENYL-lH- INDOLE; Prepared by Procedure C 
and Scheme O using 7 -chloro-lH- indole and iodobenzene: 
ESMS m/e: 228.0 (M + H)*. 

25 

6-NITRO-l-PHENYL-lF- INDOLE: Prepared by Procedure C and 
Scheme 0 using 6 -nitro-lH- indole and iodobenzene: ESMS 
m/e: 238.2 (M + H)*. 

30 6-METHOXY-l-PHBNYL-lH- INDOLE: Prepared by Procedure C 
and Scheme 0 using lH-indol-6-yl methyl ether and 
iodobenzene: ESMS m/e: 224.0 (M + H)*- 
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BENZYI. I-PHENYL-IH-INDOL- 6-YIi ETHER: Prepared by 
Procedure C and Scheme O using 6- (benzyloxy) -IH- indole 
and iodobenzene: ESMS jn/e: 300.0 (M + H)** 

5 l-PHENirL-lH-INDOL-6-yii TRIPIiUOROMBTHYL ETHERx Prepared 

by Procedure C and Scheme O using 6- (trif luoromethoxy) - 
IH-indole and iodobenzene: ESMS ai/e: 278.0 (M + H)*. 

7-METH03Cy-l-PHENYL-lH-IND0IiB: Prepared by Procedure C 
10 and Scheme O using lH~indol-7-yl methyl ether and 
iodobenzene: ESMS m/e: 224.0 (M + H)*, 

l-PHENYL- 6 " (TRIFLUOROMETHYIi) -IH- INDOLE : Prepared by 

Procedure C and Scheme O using 6- (trif luoromethyl) -IH- 
15 indole and iodobenzene: ESMS m/e: 262.0 (M + H)"*^, 

1- {4-PYRIDlNYL) -Iff- INDOLE: Prepared by Procedure C and 
Scheme O using IH- indole and 4-iodopyridine: ESMS m/ei 
195 (M + H)*. 

20 

Exaxi^le 504 

[3- (l-{ [6- (BENZYLOXY) - l-PHEira.-lH- INDOL -3- YL] METHYL }- 
4 -PIPERIDINYL) PHENYL] -2-METHYLPROPAm^ Prepared by 

Procedure D and Scheme N using benzyl 1 -phenyl -IH-indol- 
25 6-yi ether and 2-methyl-Jff- [3- {4- 

piperidinyl)phenyl]propanamide: ESMS m/e: 558.0 (M + H)*. 

Exaxnple 505 

2- METHYL-W-f 3-{l- t (6-METHyL-l-PHENYL-lH-lNDOL-3- 

30 YL) METHYL] -4-PIPBRIDINYL}PHENYL) PROPANAMIDE : Prepared 

by Procedure D and Scheme N using- 6 -methyl -1 -phenyl -IH- 
indole and 2-methyl-Jff^" [3- (4- 

piperidinyDphenyllpropanamide: NMR (400 MHz, CDCI3) 6 
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7.66 (s, IH), 7.64 (d, IH, J = 7.8 Hz), 7.51 (d, IH. 
J = 3.9 HZ), 7.50 (m, 3H) , 7.4 (tn, 2H) , 7.36-7.32 (m, 
2H). 7.31 (8, IH), 7.19 (t, IH, J= 7.8 Hz), 7.04 (d. IH, 
J = 7.8 HZ), 6.91 (d, IH, J = 7.8 Hz). 3.94 (s. 2H) , 
S 3.25 (d, 2H, J = 9.2 Hz), 2.52 (sept, IH, J = 6.4 Hz), 

2.46 (S, 3H), 2.28 (dt, 2H, J = 11-8, 2.6 Hz), 1-89 (dq, 
2H, J = 2.9 Hz), 1.80 (m. 3H) , 1-22 (d, 6H. J = 6.9 Hz) ,- 
Anal. Calcd for C31H3SN3O+HCI+0 . 6EtOAc : C, 72.2; H. 7.41; 
N, 7.57. Found: C, 71.0; H, 7.40; N, 7.66; ESMS m/e: 
10 466 (M + H)*. 



Exaaple 506 

JSBXBZU 3- ({4- [3- (ISOBUTYRYLMSINO) PHENYI.3 -1- 

PIPBRIDlirei.}METHyL) .l-PHBinn.-lff-Iin)0I.E-6-CARB0XnATE : 

Prepared by Procedure D and Scheme N using methyl 1- 
phenyl-lH-indole-6-carboxylate and 2-methyl-W- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 510.0 (M + H)*. 



15 



20 



25 



30 



Example 507 

2-MBTHYL-!y-r3-{l- t(6-NITRO-lH-IOTOI.-3-'5n.)METHYI.l -4- 
PIPBRIDIim.}PHEirei.)PROPAHAMIDE: Prepared by Procedure D 
and Scheme N using 6-nitro-lH- indole and 2-methyl-W- C3- 
(4-piperidinyl)phenyllpropanaInide: ESMS m/e: 421.0 (M + 

H)*. 

Exanq^le 508 

2-MBTHyi.-W- [3- (l-{ tl-PHENXt-e- (TRIPI.TJOHOMBTHXI.) -IH- 
IiroOl.-3-YI.l lIETHyi.}-4-PIPBRIDIireL) PHENYL] PROPANAMIDE: 
Prepared by Procedure D and Scheme N using l-phenyl-6- 
(trifluoromethyl)-lH- indole and 2-methyl-N- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/ei 520.0 (M + H)*. 
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ExaiDple 509 

2-MBTHYI.-l/-f3-{l- [ (7-MBTHni-l-PHENyL-lH-IliroO 
YL) METHyi.1 -4-PIPBRIDINyL}PHBNYL) PROPANAMIDBs Prepared 
by Procedure D and Scheme N using 7 -methyl -1 -phenyl -IH- 
5 indole and 2-inethyl-N- [3- (4- 

piperidinyl)phenyl]propanamide: ESMS m/e: 466.0 (M + H)*. 

Exan^Ie 510 

If-f3-(l- I (7-METHOXr-lH-I*)OL-3-YI»)METHyLr-4- 
10 pipraiDIim.}PHBNYL) -2-MErHYLPROPMB^D^ Prepared by 

Procedure D and Scheme N using lH-indol-7-yl methyl 
ether and 2-methyl-N- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 406.0 (M + H)*. 

15 Example 511 

N-(3-{l- [(7-METHOXY-l-PHENyL-lF-INDOL-3-YIi) METHYL] -4- 
PIPBRIDINYL} PHENYL) - 2 -METHYLPROPANAMIDE : Prepared by 

Procedure -D and Scheme N using 7 -met boxy- 1 -phenyl -IH- 
indole and 2-methyl-N- [3- (4- 

20 piperidinyl) phenyl] propanamide: -ESMS m/e: 482.0 (M + H)*. 

BxaiDple 512 

N-O-il- I (7-CHLORO-l-PHENYL-lEr-IKIX>L-3-YL) METHYL] -4- 
PIPERIDIim.}PHENYL) -2-METHYLPROPANAMID Prepared by 

25 Procedure D and Scheme N using 7 -chloro-1 -phenyl -IH- 

.indole . and 2-methyl-Jr- [3- (4- 

piperidinyl)phenyl]propanaraide: ESMS jn/e: 488.6 (M + H)*. 

Exaiiiple 513 

30 2-METHYL-N-f3-{l- [(7-NITRO-1H-INDOL-3-YL) METHYL] -4- 

PIPERIDINYL}PHBNYL)PROPAjjaMIDB: Prepared by Procedure D 
and Scheme N using 7 -nitro-lH- indole and 2 -methyl -JT- [3- 
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(4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 421.1 (M + H)*. 
Example 514 

5 J^-f3-{l- [ (7-NITRO-lH-IiroOL-3-YL) METHYL] -4- 

PIPERZDIllYL}PHENYL)C?CIiOPROPi^CARBOXAHXDE: Prepared by 
Procedure D and Scheme N using 7-nitro~lH- Indole and 
[3 - (4 -piperidinyl) phenyl] cyclopropanecarboxamide : ESMS 
m/e: 419-5 (M + H)*. 

10 

Bxanple 515 

N-f3-{l- [ (7-NITRO-1H-IND0I.-3-YL) METHYL] -4- 
PIPBRIDINYL}PHENYL) PROPAKAMIDE : Prepared by Procedure D 
and Scheme N using 7-nitro-lH- indole and J7-[3-(4- 
15 piperidinyl) phenyl] propanamide: ESMS m/ei 407,3 {M + H)*. 

7- (2-PLI70ROPHE1IYL) -IH-INDOLB: Prepared by Procedure ,1 
and Scheme T using 7 -bromo-lH- indole and 2- 
f luorophenylboronic acid: ESMS m/e: 211.9 (M + H)*. 

20 

Example 516 

J/- [3-(l-{ [7- (2-FLUOROPHENYL) -1H-INDOL-3-YI,] METHYL} -4- 
PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
Procedure D and Scheme N. A solution of 2-methyl-l\r- [3- 

25 (4 -piperidinyl) phenyl] propanamide (23.3 mg, 0.0948 mmol) 

and 37 wt % aqueous formaldehyde (11.4 mg, 0.142 mmol) 
in 1.00 raL of HOAcidioxane (1:4) was added to 7- (2- 
fluorophenyl) -IH- indole (20.0 mg, 0.0948 mmol) and the 
reaction mixture was stirred for 12 h at room 

30 temperature. The resulting mixture was diluted with H2O 
(10 mL) . The aqueous layer was extracted with CH2CI2 (3 
X 10 mL) . The combined organic extracts were washed 
with brine (10 mL) , dried over MgS04i and concentrated in 
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vacuo. The residue was purified by preparative 
TLC on silica using 4 % of IJH3 (2.0 M in methanol) in 
CH2CI2 to give the desired product (56,1 mg, 100%): 
NMR (400 MHz, CDCI3) 6 8.58 (s, IH) , 7.73 (dd, IH, J - 
5 2.8, 6.3 Hz) , 7.69 (s, IH) , 7.53 (dt, IH, J = 1.8, 7,6 

Hz), 7.44 (d, IH, J = 8.1 Hz), 7.38 (m, 2H) , 7.32 (s, 
IH), 7.27-7.21 (m, 4H) , 7.17 (t, IH, J = 7.6 Hz), 6.88 
(d, IH, J = 7.6 Hz), 3.92 (s, 2H) ; 3.20 (d, IH, J = 11.6 
Hz), 2.51 (qt, IH, J = 6.7 Hz), 2.42 (m, IH) , 2.25 (dt, 
10 2H, J= 2.2, 11.6 Hz), 1.89-1.72 (m, 5H) , 1.22 (d, 6H, J 

= 7.3 Hz);.ESMS m/ei 470.1 (M + H)*. 

7- (4-ETHYLPHENyL) -Uff-INDOLE: Prepared by Procedure I and 
Scheme T using 7 -bromo-lH- indole and 4- 
15 ethylphenylboronic acid: BSMS m/ez 222.0 (M + H)"^,. 

7- (2-NAPHTHYIi) -IH-INDOLE: Prepared by Procedure I and 
Scheme T using 7-bromo-lH-indole and 2-naphthylboronic 
acid: ESMS m/e: 244.0 (M + H)*. 

20 

7-(3-CHXiOROFHEimi) -USr-INDOLE: Prepared by Procedure I 
and Scheme T using 7-brorao-lH- indole and 3- 
chlorophenylboronic acid: ESMS jn/e: 227.9 (M + H)*. 

25 6-(2-FLUOROPHENYL)-lH-IOT)OLE: Prepared by Procedure I 
and Scheme T using 6 -bromo-lH- indole and 2- 
. f luorophenylboronic acid: ESMS m/ei 211.9 (M + H)*, 

7-(3-NITROPHENYI.)-l£r-IllDOLE: Prepared by Procedure I and 
30 Scheme T using 7 -bromo-lH- indole and 3- 
nitrophenylboronic acid: ESMS m/e: 238.9 (M + H)*. 



wo 03/004027 



PCT/US02/210d3 



373 

1- [4- (lH-IlfIDOL-7- PHENYIiJETHANONB: 
Prepared by Procedure I and Scheme T using 7-bromO'-lH- 
indole and 4-acetylphenylboronic acid: ESMS m/e: 235.2 
(M + H)*. 

5 

6- (2-ftaSlHniPHE!rai)-lF-IMlX)IiE: Prepared by Procedure I 
and Scheme T using 6 -bromo-lH- indole and 2- 
methylphenylboronic acid: ESMS m/ei 201 .S (M + H)*. 

10 6-{3-CHIiOROPHENyL)-lH-INDOIiE: Prepared by Procedure I 
and Scheme T using 6-bromo-lH- indole and 3- 
chlorophenylboronic acid: ESMS zn/e: 227.9 (M + H)*. 

1- [4- {Lff-lNDOIi-6-YL) PHENYL] BTHANONEs Prepared by 
15 Procedure I and Scheme T using 6 -bromo-lH- indole and 4- 

acetylphenylboronic acid: ESMS m/e: 235.8 (M + H)*. 

7- (2-METHYLPHENYL) -IH-INDOLE: Prepared by Procedure I 
and Scheme T using 7 -bromo-lH- indole and 2- 

20 raethylphenylboronic acid: ESMS in/e: 208 (M + H)*. 

6- (4-ETHYLPHENYi:i) -IH- INDOLE: Prepared by Procedure I and 
Scheme T using 6 -bromo-lH- indole and 4- 
ethylphenylboronic acid: ESMS xn/e: 221.9 (M + H)*. 

25 

Example 517 ' 

2- MBTHYL-l/- [3- (l-{ [7- (2-HAPHTHYL) -lH-lND0L-3-YL]MBTHYIi}- 
4-PIPERIDINYL)PHENYL)PR0PANAMIDBi Prepared by Procedure 
D and Scheme N using 7- (2-naphthyl) -IH- indole and 2- 

30 methyl-U- [3-(4-piperidinyl)phenyl]propanamide: ESMS m/e: 
502.2 (M + H)*. 



Exan^le 518 
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N" 13- [7- (4- ETHYliPHBNYL) -lH-INDOL-3- 

Yli] METHYL} -4 -FZFERIDINYIi) PHENYIi] -2 -METHYLPROPANAMIDE : 

Prepared by Procedure D and Scheme N using 7- (4- 
ethylphenyl) -IH- indole and 2-methyl-l<r- [3- (4- 

5 piperidinyl) phenyl] propanamide: ESMS m/ez 480.2 (M + H)*. 

Example 519 

2-MBTHyL-Hr- £3- I^- (2-MBTHYliPHEirai) -Ur-IMD0I.-3- 
yL]MBTHyii}-4-PIPERIDINirL)PHEinrLI PROPANAMIDE: Prepared 

10 by Procedure D and Scheme N using 6- (2-methylphenyl) -IH- 
indole and 2-methyl-l^- [3- (4- 

piperidinyl) phenyl] propanamide: NMR (400 MHz, CDCI3) 6 
8.2 (s, IH), 7.53 (m, 4H),-7.41 (d, IH, J = 8.4 Hz), 
7.34 (m, 2H) , 7.27^7.12 (m, 5H) , 6.81 (d, IH, J = 8.4 

15 Hz), 4.09 (s, 2H), 3.32 (d, 2H, J = 11.4 Hz), 2.57 (q, 

2H, J = 7.6 Hz), 2.43 (m, 3H) , 2.08 (s, 3H) , 1.98 (m, 
IH), 1.75 (m, 2H), 1.22 (d, 6H, J = 6.3 Hz); Anal, Calcd 
for CaiHasNaO+CHCla+DMF: C, 57,0; H, 6.09; N, 8.06. 
Found: C, 56.5; H, 5.94; N, 7,76; ESMS w/ei 466.2 (M + 

20 H)*. 

Example 520 

[3- [7- O-CHLOROPHENYL) -lH-INDOL-3-YI.]METHYI.}-4- 

PXPERXDlNYIi) PHENYL] - 2 -METHYLPROPAMAMIDE : Prepared by 

25 Procedxire D and Scheme N using 7- {3-chlorophenyl) -IH- 
indole and 2-methyl-iV^ [3- (4- 

piperidinyl) phenyl] propanamide: ESMS jn/e: 486.1 (M + H)*. 

Example 521 

30 2-METHYIi-JNr- [3- {l-{ [7- (3 -NITROPHBNYIi) -lH-INDOIi-3- 

YIi]METBYIi} -4 -PIPERIDINYL) PHENYL] PROPANAMIDBs Prepared 
by Procedure D and Scheme N using 7- (3-nitrophenyl) -IH- 
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indole and 2 -methyl -AT- [3- t^"" 
piperidinyl)phenyl]propanamide: BSMS m/ei 497.0 (M + H)*. 

Exasqple 522 

5 [3- [7- (4-ACBTYLPHENYI.) -IH-HSTOOL-B-YIi] METHYL} -4- 

PIPERIDINYL) PHENYL] -2 -METHYLPTOPANAMIDE : Prepared by 
Procedure D and Scheme N using 1- (4- (lH-indol-7- 
yDphenyl] ethanone and 2-methyl-N- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 493.6 (M + H)*. 

10 

Example 523 

[3- (l-{ [6- (4-ETHYLPHEOTL) -1H-IMD0L-3-YL1 METHYL} -4- 
PIPERIDINYL) PHENYL] - 2 -METHYLPROPANMIIDE : Prepared by 
Procedure D and Scheme N using 6- (4-ethylphenyl) -IH- 
15 indole and 2-methyl-N- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 480.1 (M + H)*, 

Exainple 524 

2-METHyL-N- [3- (l-{ [7- (2-METHYLPHENYL) -1H-.IND0L-3- 
20 YL] METHYL } - 4 - PIPERIDINYL) PHENYL] PROPANAMIDE : Prepared 

by Procedure D and Scheme N using 7- {2-methylphenyl) -IH- 
indole and 2-methyl-l^- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS xn/e: 466.1 (M + H)*. 

25 Exaoqple 525 

[3- (l-{ [6- {2-PLUOROPHENYL) -1H-IND0L-3-YL]METHYL}-4- 
PIPERIDINYL) PHENYL] - 2 -METHYLPROPANMOCDE : Prepared by 

Procedure D and Scheme N using 6- {2-f luorophenyl) -IH- 
indole and 2 -methyl -N- [ 3 - ( 4 - 

30 piperidinyl) phenyl] propanamide: ESMS m/e: 470.2 (M + H)*- 
5- (4.HETHYLPHEN0XY)-1H- INDOLES Prepared by Procedure J 
and Scheme U using 5-bromo-lH- indole and p-cresol: ESMS 
m/e: 224.0 (M + H)*. 
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fixain£>le 526 

Iflr-f 3-{l- [ (5-BS01K)-lE-IMD0Ii-3-YI.)MBTBnn:.] -4- 
PIPBRIDXNyiiJPHENYIi) -2-METHYIiPROFAMAHIDEt Prepared by 
5 Procedure D and Scheme N using B-bromo-lH- indole and 2- 
methyl -2^- [3- (4-piperidinyl) phenyl] propanamide : ESMS m/e: 
454.0 (M + H)*. 

1- (4-P7RIDINXIi) -6- (TRIPLUOROMETHYL) -IF-INDOIiE: Prepared 
10 by Procedure C and Scheme O using 6- (trifluoromethyl) - 

IH- indole and 4-iodopyridine: ESMS m/e: 262.9 (M + H)*. 

Exazi^>le 527 

2- METHYL-Ar- [3- (l-{ [5- (4-METHyLPHENOXY) -lH-INDOL-3" 

15 YL] methyl} -4 -PIPERIDINYL) PHENYL] PROPANAMIDE : Prepared 

by Procedure D and Scheme N using 5- (4-methylphenoxy) - 
IH- indole and 2-methyl-N- [3- {4- 

piperidinyl)phenyl]propanamide; ESMS m/ei 481.9 (M + H)*. 

1- (4 -METHYLPHENYL) -IH- INDOLE: Prepared by Procedvire C 
aiid Scheme O using IH- indole and l-iodo-4-methylbenzene: 
ESMS m/e: 208.0 (M + H)*. 

1- (3 -METHYLPHENYL) -IH- INDOLE: Prepared by Procedure C 
and Scheme O using IH- indole and l-iodo-3-methylbenzene: 
ESMS m/e: 208.0 (M + H)*. 

1- [3 - (TRIFLUOROMETHYL) PHENYL] - Iff- INDOLE : . Prepared by 
Procedure C and Scheme O using IH-indole and l-iodo-3- 
30 (trifluororaethyl) benzene: ESMS m/e: 262.0 (M + H)*. 



20 



25 
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1- (4-MBTHOXWHEim.) -IH- INDOLB: Prepared by 

Procedure C and Scheme O using IH- indole and l-iodo-4- 
methoxybenzene: ESMS m/ei 224.0 (M + H)*. 

5 1- (2 -METHOXYPHBNYD-IH- INDOLE: Prepared by Procedure C 
and Scheme O using IH-indole and l-iodo-2- 
raethoxybenzene: ESMS m/e: 224.0 (M + H)*. 

1- (3-METH0XZPHBNYli)-lH- INDOLE: Prepared by Parocedure C 
10 and Scheme O using . IH- indole and l-iodo-3- 
methoxybenzene: ESMS jn/e: 224.0 (M + H)*. 

1- (2 -METEZLPHENYL) -Iff- INDOLE: Prepared by Procedure C 
and Scheme O using IH- indole and l-iodo-2-methylbenzene: 
15 ESMS m/e: 208.0 (M + H)*. 

6-PLUORO-l-PHENYL-lH-INDOLBs Prepared by Procedure C and 
Scheme O using 6- fluoro-lH- indole auxd iodobenzene: ESMS 
m/e: 212. a {M + H)*. 

20 

6-CHLORO-l«PHENYL- Iff- INDOLE: Prepared by Procedure C 
and Scheme O using 6-chloro-lH- indole and iodobenzene: 
ESMS xn/e: 228.0 (M + H)*. 

25 7-CHLORO-l-PHENYL-lH- INDOLE: Prepared by Procedure C 
and Scheme O using 7 -chloro-lH- indole and iodobenzene: 
ESMS m/ei 228.0 (M + H)*- 

6- (2-FLU0R0PHEN7L) -Iff- INDOLE: Prepared by Procedure I 
30 and Scheme T using 6 -bromo-lH- indole and 2- 
fluorophenylboronic acid: ESMS m/e: 211.9 (M + H)*. 



wo 03/004027 



PCT/US02/21063 



378 

Example 528 

2-METHYL-Jr-{3- [1- (7-OTO-7-PHENYIflKPTYL) -4- 
PIPBRIDIim.lPHENYL}PROPANaMIDE: Prepared by Procedure K 
and Scheme Bl using 7 -chloro-1 -phenyl -1-heptanone and 2- 
5 tnethyl-N- [3- (4-piperidinyl)phenyl]propanamide: ESMS m/e: 
435-1 (M + H)*. 

Example 529 

2-KETHYL-Jr-:{3- [1- (6-OXO-6-PHENYI1HEXYI1) -4- 
PIPERIDlNni]PHKim.}PROPi^NAMlDEs Prepared by Procedure K 
and Scheme Bl using 6-chloro-l-phenyl-l-hexanone and 2- 
methyl-i^- [3- (4-piperidinyl)phenyl]propanamide: Anal. 
Calcd for C27H36N2O2+0 .ICHCI3: C, 75.3; H, 8.39; N, 6.46- 
Found: C, 75.4; H, 7.89; N, 6.18; ESMS m/e: 421.1 (M + 

Example 530 

2-METHyL-N-{3- II- (S-OXO-S-PHEimiPENTOi) -4- 
PIPERIDXNYL] phenyl} PROP ANAMIDE: Prepared by Procedure K 
20 and Scheme Bl using 5-chloro-l-phenyl-l-pentanone and 2- 
methyl-J/- [3- ( 4 -piperidinyl) phenyl] propanamide: ESMS m/e: 
407.1 (M + H)*. 

Example 531 

25 N-r3-{l- I4-(4-MBTHOXYPHENYIi)-4-OXOBXnrYI.l-4- 

PXPERIDI]m.}PHEN7L)PR0PAIuaii:DE: Prepared by Procedure K 
and Scheme Bl using .4-chloro-l- (4-methoxyphenyl) -1- 
butanone and N- [3- (4-piperidinyl) phenyl] propanamide: 
ESMS m/e: 409.2 (M + H)*. 

30 Example 532 

If-f 3-{l- [4- (4-CHLOROPHENYL) -4-OXOBirm.] -4- 
PXPERIDXNXL}PHEli7L)PR0PAHAMIDB: Prepared by Procedure K 
€ind Scheme Bl using 4-chloro-l- (4-chlorophenyl) -1- 
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butanone and lf-[3-(4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 413.1 (M + H)*. 
Exas^le 533 

5 J»r-f3-{l- [4- (4-BR0M0PHSfinn:i} -4-0X0BDTHi1 -4- 

PIPERIDINHi}PHENm)PROPjaiIM!IDE: Prepared by Procedure K 
and Scheme Bl using 1- (4-bromophenyl) -4-chloro-l- 
butanone and 1^- [3- {4-piperidinyl)phenyl]propanamide: 
ESMS m/e: 457.1 (M + H)*. 

10 

Example 534 

N-f3-{i- 14- f4-rKRr-BtrreiiPHEMrscL) -4-oxoBtrm.i -4- 

PIPERIDINYl.}PHBN3n:.) PROPiOSiaMl^ Prepared by Procedure K 
and Scheme Bl using 1- (4- tert-butylphenyl) -4-chloro-l- 
15 butanone and KT- 13- (4-piperidinyl)phenyl]propanamide: 
ESMS m/e: 435.2 (M + H)*. 

£xample 535 

N-(3-{l- [4- (4-FLUOROPHEimi) -4-OXOBUTYLl -4- 
20 PIPBRIDXNYL}PHENYL)PR0PANAMIDE: Prepared by Procedure K 

and Scheme Bl using 4-chloro-l- (4-f luorophenyl) -1- 
butanone and jr- [ 3 - ( 4 -piper idinyl ) phenyl] propanamide : 
ESMS m/e: 397.2 (M + H)*. 

Example 536 

N-f3-{l- [4-OXO-4-{4-PHENOXyPHENYIi) BUTYL] -4- 
PXPERiniNyL}PHENyL) PROPANAMIDE: Prepared by Procedure K 
and Scheme Bl using 4-chloro-l- (4-phenoxyphenyl) -1- 
butanone and N- [3 - (4 -piperidinyl ) phenyl] propanamide : 
ESMS m/ez All. 2 (M + H)*. 



25 
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Example 537 

iy-f3-{l- C4- {4-ISOPROPYLPHEimi) -4-OXOBirrYI.l -4- 
PIPERIDINrD}PHEimj) CTCL0PR0PJW«ECAIfflOX2^^ Prepared by 
Procedure K- and Scheme Bl using 4-chloro-l- (4- 
5 isopropylphenyl ) - 1 -butanone and Jf- [ 3 - { 4 - 

piperidinyl) phenyll cyclqpropeoiecarboxamide : ESMS xn/e : 
433.2 (M + H)*. 



Example 538 

10 N-f3-{l- [4- {4-METHOXYPHBOTL) -4-OXOBUTYL] -4- 

PIPERXDIliyit}PHEim:i)C7CIj0PROPAMEGARB0XAMIDS: Prepared by 
Procedure K and Scheme Bl using 4-chloro-l- (4- 

methoxyphenyl) -1 -butanone and N- [3- (4- 

piperidinyl ) phenyll cyclopropanecarboxamide : ESMS jn/e : 

15 421.2 (M + H)r*. 

Example 539 

N'(3'{1' [4-OXO-4- (4-PHEN0X7PHENYL)BnTYIi] -4- 

PIPEiaDINYL}PHEN7L) CTCIiOPROPANEC^imOXI^ Prepared by 
20 Procedure K and Scheme Bl using 4-chloro-l- (4- 

phenoxyphenyl ) - 1 -butanone and [ 3 - { 4 - 

piperidinyl ) phenyl] cyclopropanecarboxamide : ESMS w/e : 
483.2 (M + H)*. 



25 Example 540 

27-f3-{l- [4- (4-ISOPROPYLPHENYI.) -4-OXOBUTYL] -4- 
PIPERIDINYL}phenyi:.)PROPANAMIDE: Prepared by Procedure K 
and Scheme Bl using 4-chloro-l- (4-isopropylphenyl) -1- 
butanone and W- [3 - (4 -piperidinyl ) phenyll propanamide : 

30 ESMS m/e: 421.3 (M + H)*. 
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Example 541 

[4- (4-TERr-BirrYLPHEOTL) -4-OXOBnTYI.J -4- 
PXPERIDXMYIi}PHE£ini) arCLOPROPANEC2lRBOZA^ Prepared by- 

Procedure K and Scheme Bl using 1- (4-tert-butylphenyl) - 
5 4-chloro-l-butanone and ^-[3^(4- 

piper idinyl ) phenyl] cyclopropanecarboxamide : ESMS m/e : 
447.2 (M + H)*, 

Example 542 

10 ir-f3-{l- [4-(4-METHn.PHElim.} -4-OXOBUTYI.] -4- 

PXPERIDINyL}PH&NZIi)PROPA]XAMXDE: Prepared by Procedure K 
and Scheme Bl using 4-chloro-l- (4-methylphenyl) -1- 
butanone and N- [3 - (4 -piperidinyl ) phenyl] propanamide : 
ESMS m/e: 393.2 (M + H)*. 

15 

Example 543 

jgr-f3-{l- [4-(3,4-DIMETHniPHENYIi)-4-OZOBTrmi]-4- 
PIPERIDINyi.}PHENYL) PROPANAMIDE: Prepared by Procedure K 
and Scheme Bl using 4-chloro-l" (3/ 4~dimethylphenyl) -1- 
20 butanone and N- [3- {4-piperidinyl)phenyl]propancunide: 
ESMS m/e: 407.2 (M + H)*. 

Example 544 

N-f3-{l- [4- {4-BROMOPHENyL) -4-OXOBUTYi:iI -4- 

25 PIPERIDINyL} PHENYL) CYCLOPROPANECARBOXAMIDE: Prepared by 

Procedure K and Scheme Bl using 1- (4~bromophenyl) -4- 
chloro-1 -butanone and N-[3-(4- 

piper idinyl ) phenyl] cyclopropanecarboxamide : * ESMS m/e : 
469.1 (M + H)*. 

30 Example 545 

N-(3'{1- [5- (4-Fr.UOROPHENYI.) -S-OXOPENTYL] -4- 

PIPERIDINYL} PHENYL) PROPANAMIDE: Prepared by Procedure K 

and Scheme Bl using 5 -chloro-1- (4- fluorophenyl) -1- 
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pent anone and 1/- [3 - { 4 - 

piperidinyl) phenyl! propanamide: ESMS m/e: 411.2 (M + H)*. 



Example 546 

5 N-f3-{l- [4- (3,4-DIUETHniPHEN7L) -4-OXOBTrnrL] -4- 

PXPERIDIimi}PHBlinn^) cnrCLOPROPiUflEa^ Prepared by 

Procedure K and Scheme Bl us ing 4 - chloro- 1 - ( 3 , 4 - 
dime thylphenyl ) - 1 -but anone and N- [ 3 - ( 4 - 

piperidinyl ) phenyl! cyclopropanecarboxamide: ESMS m/e: 
10 419.2 (M + H)*. 



Example 547 

JJ-f3-{l- [4- (4-METHYLPHENyL) -4-OXOBUTYIj! -4- 

PIPERIDINYLjPHENYL) CYCLOPROPANECARBOXAMIDE: Prepared by 
15 Procedure K and Scheme Bl using 4-chloro-l- (4- 

methylphenyl ) - 1-butanone and [3 - (4 - 

piperidinyl ) phenyl] cyclopropanecarboxamide : ESMS m/e : 
405.2 (M + H)*. 

Example 548 

i^-f3-{l- [4- (4-FLUOROPHENyL) -4-OX0BUTyi*l -4- 

PlPERIDINYIi} PHENYL) CYCLOPROPANECARBOXAMIDE : Prepared by 
Procedure K and Scheme Bl using 4-chloro-l- (4- 

fluorophenyl) -1-butanone and i\r-[3-(4- 

piperidinyl ) phenyl] cyclopropanecarboxamide : ESMS m/e : 
409.2 (M + H)*, 

Example 549 

N-r3-{l- [5- (3-FLUOROPHBNYL) -5-OXOPBNTYLl -4- 
30 PIPERIDINYL}PHENYL) CYCLOPROPANECARBOXAMIDE: Prepared by 

Procedure K and Scheme Bl using 5-chloro-l- (3- 
f luorophenyl ) - 1 -pentanone and ^- 1 3 - (4 - 
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piperidinyl ) phenyl] cyclopropanecarboxamide : ESMS m/ e : 
423.2 (M + H)*. 

Example 550 

J^- [3- (l-{5-OXO-5- [4- (TRIFLUOROMETHH.) PHENYL] PENTO.} -4- 
PIPERIDINYL) PHENYL] PROPANAMIDE J Prepared by Procedure K 
and Scheme Bl using 5-chloro-l- [4- 

(trif luoromethyDphenyl] -1-pentanone and [3- (4- 

piperidinyl) phenyl] propanainide: ESMS in/e: 461.2 (M + H)*". 

Example 551 

jNr-f3-.{i- [5- {4-FLUOROPHENYL) -S-OXOPBNTYL] -4- 

PIPERIDINYL}PHENYL) CYCLOPROPANECARBOXAMIDE: Prepared by 
Procedure K and Scheme Bl using 5-chloro-l- (4- 

f luorophenyl) -1-pentanone and N- [3- (4- 

piper idinyl ) phenyl ] cyclopropanecarboxamide : ESMS m/ e : 
423.2 (M + H)*. 

Example 552 

20 l/-f3-{l- [5- (3-NITROPHENYL) -5-OXOPENTYL] -4- 

PZPERIDXNYL}pHENYL) PROPANAMIDE: Prepared by Procedure K 
and Scheme Bl using 5-chloro-l- {3-nitrophenyl) -1- 
pentanone and [3- {4-piperidinyl) phenyl] propanamide: 

ESMS m/e: 438.2 (M + H)*. 

25 

Exainple 553 

3-(l- [5« (3-NITROPHBNYL) -5-OXOPENTYL] -4- 
PZPERXDXNYL}PHENYL) CYCLOPROPANECARBOXAMIDE: Prepared by 
Procedure K and Scheme Bl using 5-chloro-l- (3- 
3 0 ni t rophenyl ) - 1 -pentanone and J/- [ 3 - ( 4 - 

piperidinyl ) phenyl 1 cyclopropanecarboxamide : ESMS xn/e : 
450.2 (M + H)*. 
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Example 554 

N-f3-{l- tS- (2-FIiTJOROPHENYL) -S-OXOPBNIYLI -4- 
PlPERIDIl!lYL}PHEirai)PROPANAMIDE: Prepared by Procedure K 
and scheme Bl using 5-chloro-l- (2-fluorophenyl) -1- 
5 pent anone and N- [3 - ( 4 -piper idinyl ) phenyl] propanamide : 
ESMS m/ei 411.2 (M + H)"^. 

Exan^le 555 

JI-f3-{l- [5- (B-FLUOROPHENYL) -5-OXOPBNTYLl -4- 
10 piPERIDIMYIi} PHENYL) PROPANAMIDE: Prepared by Procedure K 
and Scheme Bl using 5-chloro-l- (3-f luorophenyl) -1- 
pentanone and [3 - (4 -piperidinyl ) phenyl] propanamide : 
ESMS jn/e: 411.2 (M + H)*- 

15 Example 556 

N-f3-{l- [5- (4-NITROPHENYL) -5-OXOPBNTYI.l -4- 
PIPERIDIMYL}PHENyL) PROPANAMIDE: Prepared by Procedure K 
and Scheme Bl using 5-chloro-l- (4-nitrophenyl) -1- 
pentanone and [3 - ( 4 -piperidinyl) phenyl] propanamide : 

20 ESMS Ve: 438.1 (M + H)*. 

Example 557 

N'(3-{1- [5- (4-NITROPHENYI.) -5-OXOPENTYIi] -4- 

PIPERIDINyii}PHENYIi)CyCLOPROPANECARBOXAMIDEr Prepared by 
25 Procedure K and Scheme Bl using 5-chloro-l- (4- 
ni t rophenyl ) - 1 -pentcuaone and W- [3 - ( 4 - 

piper idinyl ) phenyl] cyclopropanecarboxamide : ESMS m/e : 
450.1 (M + H)*. 

30 Example 558 

W-f3-{l- [5- {4-CHI.OROPHENYI.) -S-OXOPENTYL] -4- 
PIPERIDINYL}PHENYL)CYCIiOPROPANECARBOX2kMIDE: Prepared by 
Procedure K and Scheme Bl using 5-chloro-l- (4- 
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chlorophenyD-l-pentanone and N- 13-14' 

piperidinyl ) phenyl] cyclopropanecarboxamide : ESMS m/ e : 

439.1 (M + H)*. 

5 Example 559 

[3- (l-{5-OXO-5- 12- (TRIFLUOROMETHYL)PHENYIil PBNTYli}-4- 
PIPBRIDINYIi)PHEimi]PROPiaiIMIIDE: Prepared by Procedure K 
and Scheme Bl using 5-chloro-l- [2- 

(trif luoromethyl) phenyl] -1-pentanone and [3- (4- 

10 piperidinyl) phenyl] propanamide: ESMS xn/e: 461.2 (M + H)*. 

Example 560 

N- [3- (l-{5-OXO-5- [2- (TRIPLUOROMETHYL) PHENYL] PENTYL}-4- 
PIPERII)1NYL) PHENYL] CYCTiOPROPiaraaM»OX2^^ Prepared by 
15 Procedure K and Scheme Bl using 5-chloro-l- [2- 
(trifluoromethyl) phenyl] -1-pentanone and N-lS - (4- 
piper idinyl ) phenyl] cyclopropanecarboxamide : ESMS m/ e : 

473.2 (M + R)\ 

20 Example 561 

N-(3-{X' [5- {4-CHLOROPHENyL) -S-OXOPENTYL] -4- 
PIPERIDINYL}PHENYL) PROPANAMIDE: Prepared by Procedure K 
and Scheme Bl using 5-chloro-l- (4 -chlorophenyl) -1- 
pentanone and N- [3 - (4 -piperidinyl ) phenyl] propanamide : 

25 ESMS m/e: 427.1 (M + H)*, 

Example 562 

N-(3'{1- [5- (3-CHL0R0PHENYL)-5-0XOPENTYI-]-4-- 
PIPERIDINyL}PHENYL) PROPANAMIDE: . Prepared by Procedure K 
30 and Scheme Bl using 5-chloro-l- (3 -chlorophenyl) -1- 

pentanone and [3 - (4 -piperidinyl ) phenyl] propanamide : 

ESMS m/e: 427.1 (M + H)*. 
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Example 563 

W-f3-{l- [5- (2-FriUOROPHBa3nni) -5-OXOPBNTYIi] -4- 
PlPBRIDINyL}PHENyL) CTOiOPROPJiOTa^OX^ Prepared by 

Procedure K and .Scheme BL using 5-chloro-l- (2- 
5 f luorophenyl) -1-pentanone and i^-[3-(4- 

piperidinyl) phenyl] cyclopropanecarboxamide : ESMS m/ e : 
423.1 (M + H)*. 



Example 564 

10 lfir-f3-{l- [5- (3-CHLOROPHEN7L) -5-OXOPENTYIiI -4- 

PIPERIDlNYL}PHEimi) arCIiOPROPiOIEGAKBOXAM^ Prepared by 
Procedure K and Scheme Bl using 5-chloro-l- (3- 

chlorophenyl ) - 1 -pentanone and [3 - (4 - 

piper Idinyl ) phenyl] cyclopropanecarboxamide : ESMS m/e : 

15 439.1 (M + H)*. 

Example 565 

N- [3- (l-{5-OXO-5- [4- (TRIPLUOROMETHYL) PHKNYIi] PENTYIi}-4- 
PIPERXDINyL)PHBNVI«]CTCLOPROPJ^CARBOXAMII)Es Prepared by 
20 Procedure K and Scheme Bl using 5-chloro-l- [4- 
(trifluoromethyl) phenyl] -1-pentanone and ^- [3- (4- 
piper idinyl ) phenyl] cyclopropanecarboxamide : ESMS m/ e : 
473.2 (M + H)*. 



25 Example 566 

2^-f3-{l- [5- (2-CHLOROPHENyL) -5-OXOPBNTYL] -4- 
PIPERIDINYL}PHENYL)PR0PANAMIDE: Prepared by Procedure K 
and Scheme Bl using 5-chloro-l- (2-chlorophenyl) -1- 
pentanone and [3 - (4 -piper idinyl ) phenyl] propanamide : 

30 ESMS m/e: 427.1 (M + H)*. 
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Example 567 

J^-f3-{l- [5- (2-CHLOROPHBNW.) -5-OXOPENTYL] -4- 
PXPEiaDI3inrL}PHEinrL) C7CLOPlU)PANEC!^^ Prepared by 

Procedure K and Scheme Bl using 5-chloro-l- (2- 
5 chlorophenyl ) - 1 -pentanone and IJ- [3 - ( 4 - 

piperidinyl ) phenyl] cyclopropanecarboxamide : ESMS m/e : 
439.1 (M + H)*. 

Example 568 

10 N- [3- (l-{5-OXO-5- [3- (TRIFLUOTOMBrTHYIi) PHBimi] PEOTrYI•}-4- 

PIPEIaDIlml) PEEimi] Cnrai:iOPIU>Pi^C^^ Prepared by 

Procedure K and Scheme Bl using 5-chloro-l- [3- 
(trifluoromethyl) phenyl] -1-pentanone and [3- (4- 

piper idinyl ) phenyl] cyclopropcuiecarboxamide : ESMS m/e : 

15 473.2 (M + H)*. 

Example 569 

lX-f3-{l- 14- (3^4-DIMETHYLPHENyL) -4-OXOBUTYIil -4- 
PIPERIDINYL}PHENYIi) -N, 2 -DIMETHYLPROPANAMIDE : Prepared 

20 by Procedure T and Scheme AD using l^T- C3- {l- [4- (3 , 4- 

dimethylphenyl) -4-oxobutyl] -4 -piperidinyl} phenyl) -2- 
methylpropanamide and methyl iodide: NMR (400 MHz, 

CDCI3) 6 7-76 (s, IH), 7.72 (dd, IH, J - 1.8, 7.7 Hz), 
7.33 (t, IH, J = 8.8 Hz), 7.22 (d, IH, J = 7.8 Hz), 7.18 

25 (d, IH, J = 8.8 Hz), 7.01 (m, 2H) , 3.24 (s, 3H) , 3.10 

(d, IH, J = 10.6 Hz), 3.00 (t, IH, J = 7.6 Hz), 2.49 (m, 
4H), 2.33 (s, 6H), 2.11 (ra, 3H) , 1.99 (m, IH) , 1.79 (m, 
4H), 1.26 (t, 2H, J = 7.6 Hz) , 1.02 (d, 6H,- J 7.6 Hz) ; 
ESMS m/e: 435.2 (M + H)*. 



30 



Example 570 

2-MBTHYL-^iy-{3- [1- (l-METHyL-4 -0X0-4 -PHENYLBUTYL) -4- 
.PIPERIDINYL]PHEimi}PROPA23AI££DE: Prepared by Procedure K 
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and scheme Bl using 4- chloro -1 -phenyl- 1- 

pentanone and 2-methyl-iV- [3- (4- 

piperidinyl)phenyl]propananlide: ESMS m/e: 407.2 (M + H)*. 

5 Exaiiqile571 

[3- (l-{5-OXO-5- [3- (TRIPIiTOROMBTHni) PHBNYIi] PElimrL}-4- 
PIPBRIDINYL)PHEIiyii]PROPANMIIDB: Prepared by Procedure K 
and Scheme Bl using 5-chloro-l- [3- 

{trif luoromethyl) phenyl] -1-pentanone and 17- [3 - (4 - 
10 piperidinyl) phenyl] propanamide: ESMS m/e: 461.2 (M + H)*. 

3- (S-CHLOROPENTiOSIOn) -4- (3, 4-DIFi:iUOROPHENYi:i) -1/3- 
OZ2^0LIDIN*2-ONE: Prepared by Procedure AF and Scheme H 
using 4- (3,4-dif luorophenyl) -1, 3-oxazolidin-2-one and 
15 5-chloropentanoyl chloride. 

3- (S-CHLOROPKNTYL) -4- (3 , 4-DIFLUOROPHENYL) -1/3- 
OXA20LIDIN-2-ONE: Prepared by Procedure G and Scheme CI 
using 4- (3 ,4-dif luorophenyl) -l,3-oxazolidin-2-one and 1- 
2 0 bromo- 5 - chloropent ane . 

Example 572 

[3- (l-{5- [ (4R) -4- {3,4-DIFLUOROPHBNYI.) -2-OXO-1/3- 
OXAZOIiIDIN-3-Yr.] -5-OXOPENTYL}-4-PIPBRIDINYri)PHE2rai] -2- 
25 METHYLPROPANAMIDE: Prepared by Procedure G and Scheme 
Bl using (41^) -3- {5-chloropentanoyl) -4- (3, 4- 

dif luorophenyl) -1, 3-oxazolidin-2-one and 2-methyl-JP/- [3- 
(4-piperidinyl)phenyllpropanaraide: ESMS m/e: 528.2 (M + 



30 



Example 573 

(4R) -4- (3/4-DIFI.UOROPHBimi) -jr/-f3-{4- [3- 
(ISOBUTYRyiiAMINO) PHENYLl -l-PIPERIDIN3rii}PR0PYI.) -2-OXO- 
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l,3-OXAZOLIDIME-3- CARBOXAMIDE: Prepared by 

Procedure AF and Scheme H using 4-nitroph.enyl (4J2)-4- 
(3 , 4-dif luorophenyl) -2-oxo-l , 3 -oxazolidine-3 -carboxylate 
and lf-{3- [1- (3-aininopropyl) -4 -piper idinyl] phenyl} -2- 

5 methylpropanamide: NMR (400 MHz, CDCI3) 5 8-08 (t, IH, 
J = 5.5 Hz), 7.45 (S, 2H) , 7.38 (d, IH, J = 8.6 Hz), 
7.24-7.12 (in, 3H), 7.06 (in, IH) , 6.97 (d, IH, J = 8.6 
Hz), 5.40 (dd, IH, J = 3.9,8.8 Hz), 4.71 (t, IH, J « 8.8 
Hz), 4.23 (dd, IH, J = 4.4, 9.1 Hz), 3.32 (qt, 2H, J = 
10 6,1 Hz), 2.99 (d, 2H, J = 11.0 Hz), 2.49 (qt, 2H, J = 

7.0 Hz), 2.41 (t, 2H, J = 7.0 Hz), 1,99 (m, 2H) , 1.82- 
1.68 (m, 6H), 1.23 (d, 6H, J = 7.3 Hz); ESMS m/e: 529.1 
(M + H)*. 

15 (45) -3- (5-CHLOROPENTYL) -4- (3 , 4-DIFLUOROPHENyL) -1,3- 

0XAZ0i:iIDIN-2-0NB: Prepared by Procedure G and Scheme CI 
using (4S) -4- (3 , 4-dif luorophenyl) -l,3-oxazolidin-2-one 
and l-bromo-5-chloropentane. 

20 Example 574 

[3- (l-{5- [ (45) -4- (3,4-DIFI.UOROPHENYL) -2-0X0-1,3- 
OXAZOIiIDIN-3-YI.l PENTYL}-4-PIPERIDINYIi) PHENYIi] -2- 
METHTLPROPAHAHIDE: . Prepared by Procedure G and Scheme 
Bl using (45) -3- (S-chloropentyl) -4- (3, 4-dif luorophenyl) - 

25 l,3-oxazolidin-2-one and 2-methyl-N- [3- (4- 

piperidinyl)phenyl]propanamide: ^H NMR (400 MHz, CDCI3) 6 
7.48 (s, IH), 7.32 (d, IH, J = 8.6 Hz), 7.26-7.21 (m, 
2H), 7.20-7.12 (m, 2H) , 7.06 (m, IH) , 6.97 (d, IH, J = 
6.96 Hz), 4,76 (dd, IH, J= 6.3, 8.3 Hz), 4.62 (t, IH, J 

30 = 9.0 Hz), 4,06 (dd, IH, J = 6.4, 8.7 Hz), 3.46 (m, IH) , 

3.0 (d, 2H, J = 9.0 Hz), 2.77 (q, IH, J = 6.8 Hz), 2.50 
(q, 2H, J = 6.8 Hz), 2.31 (t, 2H, J = 6.8 Hz), 2.01 (m, 
4H), 1.81 (m, 4H), 1,48 (m, 4H) , 1.26 (d, 6H, J = 7.3 



wo 03/004027 



PCT/US02/21063 



390 

Hz) ; Anal . Calcd for C28H37F2N3O3+HCI+0 . 25CHCI3 : 

C, 60.6; H, 6*65; N, 7.25- Poiind: C, 60.7; H, 6.91; N, 
7.05; ESMS Hl/e: 514.2 (M + H)*. 

5 Exanqple 575 

N' [3- (l-{5- [ (45) -4- (3, 4-DIPIiUOROPHENyL) -2-0X0.1,3- 
OXA20LIDIN-3 -YL] -5-OXOPENra[i}-4-PIPERIDINYL) PHENYL] -2- 
METHYLPROPAMAMIDE: Prepared by Procedure G and Scheme 
Bl using (4S) -3- (5-chloropentanoyl) -4- (3,4- 

10 difluorophenyl)-l,3-oxazolidin-2-one and 2-methyl-N- [3- 
(4-piperidinyl)phenyl]propanamide: ESMS m/ez 528.1 (M + 
H)*. 

Example 576 

15 (4S)-4-(3,4-DIPLU0ROPHENYL)-N-f3-{4- [3- 

(ISOBUTYRYLikMINO) PHENYL] -1-PIPERIDINYL}PR0PYL) -2-0X0- 
l,3-OXAZOLlDINE-3-CARBOXAUIDE: Prepared by Procedure AF 
and Scheme H using 4-nitrophenyl (45) -4- (3,4- 
dif luorophenyl) -2-0X0-1, 3 -oxazolidine-3-carb03cylate and 

20 N-{3- [1- {3-aminopropyl) -4-piperidinyl] phenyl)-2- 
methylpropanamide: ESMS m/e: 529.1 (M + H)*. 
Example 577 

(4S) -Xf-f3-{4- [3- (ISOBOTYRYIiAMINO) PHENYL] -1- 
PIPERIDINYL}PROPYL) -2-0X0-4- (3 , 4, 5-TRIPLUOROPHENYL) -1,3- 
25 OXAZOLIDINE-3-CARBOXAMIDE: Prepared by Procedure AF and 

Scheme H using 4-nitrophenyl (4S) -4- (3 , 4- 

dif luorophenyl) -2-oxo-l, 3-oxazolidine-3-carboxylate and 
N-{3- [1- (3-aminopropyl) -4-piperidinyl] phenyl) -2- 
methylpropanamide : ESMS m/e: 547.1 (M + H)*. 

30 

Example 578 

(4S) -4- (3,5-DIFLIJOROPHENYL) -N-(3-{4- [3- 
(ISOBOTYRYLAMINO) PHENYL] -l-PlPERIDrNYL}PROPYL) -2-0X0- 
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l,3-OXAZOLIDINB-3- CARBOXAMIDEs Prepared by 

Procedure AF and Scheme H using 4-nitrophenyl (45) -4- 
(3 , 4-dif luorqphenyl) -2-oxo-l , 3 -oxazolidine-3-carboxylate 
and J^- {3- [1- {3-aminopropyl) -4-piperidinyl] phenyl} -2- 

5 methylpropanamide: ESMS m/ei 529.2 (M + H)*. 

Example 579 
N-(3-{L- [3- (PHENYLSULFANni) PROPYL] -4- 

PIPERID13IYL}PHEN7L)PR0PA1IAHIDE: Prepared by Procedure G 
10 and Scheme Bl using [ (3-chloropropyl) sulfanyl] benzene 

and i^- [3- (4-piperidinyl)phenyllprqpanamide: ESMS m/ei 

382.9 (M + H)*. 
Example 580 

Jir-r3-{l- [3- (PHENYLSXTLFANn.) PROPYL] -4- 
15 PlPERIDINYL}PHEim^) CTCLOPROPANECARBOZAl^ Prepared by 

Procedure G and Scheme Bl using [(3- 

chloropropyl) sulf anyl] benzene £uid [3 - (4- 

piper idiny 1 ) phenyl] cyclopropanecarboxamide : ESMS m/e : 

395.1 (M + H)*. 

20 

Example 581 

2-MKTHyL-JNr-f3-{l- [3- ( PHENYL SULFANYL) PROPYL] -4- 
PIPERIDINYL}PHENYL) PROPANAMIDE: Prepared by Procedure G 
and Scheme Bl using [ (3 -chloropropyl) sulf anyl] benzene 

25 and 2-methyl-'2^- [3- {4-piperidinyl) phenyl] propanamide : 

NMR (400 MHz, CDCI3) 6 7.63 {s, IH) , 7.48 (s, IH) , 7.33 
(ra, 3H) , 7.27 (t, 2H, J = 7.5 Hz), 7.20 (t, IH, J = 7,9 
Hz), 7.15 (tt, IH, J = 7.2, 1.4 Hz), 6.95- (d, IH, J = 
7.6 Hz), 2.97 (t, 4H, J = 7.3 Hz), 2.46 (m, 4H) , 1.99 

30 (dt, 2H, J = 11.4, 3.0 Hz), 1.84 (qt, 2H, J ^ 7.3 Hz), 

1.77 (m, 4H), 1.21 (d, 6H, J = 6.8 Hz); ESMS m/e: 396.8 
(M + H)*. 
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Example 582 
N' f3-{l- [6- (PHENYLSULPANYDHEXXIil -4- 

PIPEiaDIlirL}PHEinni:.) cnrciiOPIU)Pia^ Prepared by 

Procedure G and Scheme Bl using [{6- 
5 chlorohexyl) sulf anyl] benzene and [3 - (4- 

piperidinyl) phenyl] cyclopropanecarboxamide : ESMS m/e : 

437.4 (M + H)*. 

Example 583 
N' (3'{1- [4- (PHENYIiSULFANYL)BUTYIt] -4- 

PIPERXDZNYL}PHENYri)PROPiaiAMIDE: Prepared by Procedure G 
and Scheme Bl using [ (4-chlorobutyl) sulf anyl] benzene and 
N" [3 - (4-piperidinyl) phenyl] propEuiamide : ESMS m/e: 396 . 8 
(M + H)\ 

Example 584 
N-(3-{l' [4- (PHENyLSOTiFANYDBUTYIi] -4- 

PXFERIDXNYL}PHENYL)CYCLOPROPAN£CARBOXAMXDE: Prepared by 
Procedure G aind Scheme Bl using [(4-. 
chlorobutyl) sulf anyl] benzene and [3 - (4- 

p iper i diny 1 ) phenyl ] cyclopropanecarboxamide : ESMS m/e : 

409.5 (M + H)-". 

Example 585 

25 2-METHYL-J/-f3-{l- [4- (PHENYIiSULPANYL) BUTYL] -4- 

PIPBRIDINYI.}PHBNYL)PROPANAMIDB: Prepared by Procedure G 
and Scheme Bl using t (4-chlorobutyl) sulf anyl] benzene and 
2-methyl-W^ [3 - (4-piperidinyl) phenyl] propanamide : ESMS 
m/e: 410.6 (M + H)*. 

30 

Example 586 

2-METHXL-JI-f3-{l- [5- (PHENYLSUIiFANYL) PKNTYL] -4- 
PIPERIDXimi}PHENYL) PROPANAMIDE: Prepared by Procedure G 



10 



15 



20 
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and Scheme Bl using [ (5- 

chlorqpentyl) sulf anyl] benzene and 2-methyl-lir- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 425.1 (M + H)*. 

5 Example 587 

N-f3-{l- [5- (PHBNYLSULFANYI.) PENTYL] -4- 

PIPERIDINYIi}PHENni)C7CLOPIU>Pi^GARB0XAHZDE: Prepared by 
Procedure G and Scheme Bl using [(5- 
chloropentyl) sulf anyl] benzene and W- [3 - (4- 

10 piperidinyl ) phenyl] cyclopropanecarboxamide : ESMS m/ e : 
423.1 (M + H)*, 

[(6-CHIiOROHEXYL}SUIiFAN7Ii] BENZENE: Prepared by Procedure 
R and Scheme Z using benzenethiol and l-bromo-6- 
15 chlorohexane . 

[(4-CHLOROBirrYL)SXJLFANYL] BENZENE; Prepared by Procedure 
R and Scheme Z using benzenethiol and l-bromo-4- 
chlorobutane . 

20 

Example 588 
N-f3-{l- [6- (PHENYLSULPANYDHEXYL] -4- 

PIPERIDINyL}PHENYL) PROPANAMIDE: Prepared by Procedure G 
and Scheme Bl using [ (6~chlorohexyl) sulf anyl] benzene and 
25 [3 - ( 4 -piperidinyl) jphenyl] propanamide : ESMS m/e : 425.4 

(M + H)*. 

[ ( 5 - CHLOROPENTYL) SULFAN7L] BENZENE : Prepared by 

Procedure R and Scheme Z using benzenethiol and 1-brorao- 
30 5 - chloropentane . 

[ (3-CHLOROPROPYL) SULFANYL] BENZENE: Prepared by 

Procedure R and Scheme Z using benzenethiol and 1-bromo- 
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3-chloropropane: NMR (400 MHz, CDCI3) 6 7,37- 

7,34 (m, 2H), 7.32-7.26 (m, 2H) , 7.19 (tt, IH, J = 1.4, 
7.3 Hz), 3.67 (t, 2H, J = 6.6 Hz), 3.08 (t, 2H, J = 6.6 
Hz), 2.06 (qt, 2H, J « 6.6 Hz). 

5 

Example 589 

J/- f3-{l- [5- (PHENYLSULFAimi) PENTYL] -4- 

PIPERIDIircL}PHEOTI.)PROPANMa:DB: Prepared by Procedxire G 
and Scheme Bl using [(5-chloropentyl)sulfanyl] benzene 
10 and N- [3- (4-piperidinyl) phenyl] propanamide: BSMS m/e: 
411.1 (M + H)*. 

3-CHIiOROPROPYIi 4-PIiTJOROPHENYL SULFIDE: Prepared by 
Procedure R and Scheme Z using 4-f luorobenzenethiol and 
1-bromo- 3 -chloropropane . 

15 

1-BROMO - 2 - [ ( 3 - CHLOROPROPYIi) SULFANYIi] BENZENE : Prepared by 
Procedure R and Scheme Z using 2-bromobenzenethiol and 
1-bromo- 3-chloropropane . 

20 3 -CHLOROPROPYIi 4-FLUOROPHENYL SULFOXIDE: Prepared by 

Procedure S and Scheme AA using 3-chloropropyl 4- 
fluorophenyl sulfide and 1 eq m-CPBA: NMR (400 MHz, 

CDCI3) 6 7.65-7.62 (m, 2H) , 7.28-7.21 (m, 2H) , 3.65 (m, 
2H), 2.94 (m, 2H) , 2.28 (m, IH) , 2.06 (m, IH) ; ESMS m/e: 

25 220-9 (M + H)*. 

3-CHLOROPROPYL 3-FLUOROPHENYL SULFIDE: Prepared by 
Procedure R and Scheme Z using 3 -f luorobenzenethiol and 
1 -bromo- 3 - chloropropane . 

30 

3-CHLOROPROPYL 2-FLUOROPHENYL SULFIDE: Prepared by 
Procedure R and Scheme Z using 2 -f luorobenzenethiol and 
1 -bromo - 3 - chloropropeuie . 
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l-BROMO-2- [ (3-CHIiOROPROPYL) SnLFI2m:i] BENZENE: Prepared 
by Procedure S and Scheme AA using l-bromo-2- [ (3- 
chloropropyl)sulfanyll benzene and 1 eq m-CPBA: ESMS m/e: 
5 282.8 (M + H)*. 

l-CHIiORO-2 - [ (3 -CHLOROPROPYL) SUIiFiOnrL] BENZENE s Prepared 
by Procedure R and Scheme Z using 2-chlorobenzenet:hiol 
cuid l-bromo-3-chloropropane. 

10 

l-CBI.ORO-3 - [ (3 -CHLOROPROP7L) SULFANZL] BENZENE : Prepared 
by Procedure R and Scheme Z using 3-chlorobenzenethiol 
and 1 -bromo- 3 -chloropropame . 

15 1- CHLORO-4 - [ (3 -CHLOROPROPYL) SULPANYL] BENZENE : Prepared 

by Procedure R and Scheme Z using 4-chlorobenzenethiol 
cunid l-bromo-S-chloropropane. 

l-BROMO-3 - [ (3 -CHLOROPROPYIi) SULFANYL] BENZENE : Prepared 
20 by Procedure R and Scheme Z using 3 -bromobenzenethiol 
and l-bromo-3-chloropropane. 

l-BROMO-4- [ (3-CHIiOROPROPYL) SXJLFANYLI BENZENE: Prepared 
by Procedure R and Scheme Z using 4-bromobenzenethiol 
25 and l-bromo-3-chloropropane. 

3-CHLOROPROPYIi 3, 4-DIMETHYLPHENYL SULFIDE: Prepared by 
Procedure R and Scheme Z using 3,4-dimethylbenzenethiol 
and l^bromo-3-chloropropane, 

30 Example 590 

13- (l-{3- [ {4-FIiUOROPHENYL) SULFINYL] PR0PYi:.}-4- 
PIPERIDXNYIi) PHENYL] - 2 -HETHYLPROPANAMIDE : Prepared by 

Procedure G and Scheme Bl using 3-chloropropyl 4- 
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f luorophenyl sulfoxide and 2 -methyl -N- [3 - ( 4 - 

piperidinyl) phenyl] propanamide: NMR (400 MHz, CDCI3) 5 
7.64 (m, 2K) , 7.53 (s, IH) , 7.24 (m, 5H) , 6.94 (d, IH, J 
= 7.7 Hz), 2.89 (m, 4H) , 2.45 (m, 4H ), 1-99 (m, 3H) , 
5 1.77 (m, 5H), 1.24 (d, 6H, J = 6.8 Hz); Aoal. Calcd for 

C24H3xPN202S+0.6EtOAc; C, 65.5; H, 7.45; N, 5.79. 
Found: C, 65.4; H, 7.30; N, 5.73; ESMS m/ez 431.1 (M + 



10 Example 591 

JT- [3- (l-{3- t {2-BROMOPHENYL) SULPINYL] PROPYL} -4- 
PZPERXDZNYIi} PHENXIi] - 2 --METHYLPROPANAMIDE x Prepared by 

Procedure G and Scheme Bl using l-bromo-2- [ (3- 
chloropropyl) sulfinyl] benzene and 2-inethyl-l^- [3- (4- 

15 piperidinyl ) phenyl] propanamide : Anal . Calcd for 
C24H3iBrN202S+0.3CHCl3: ESMS m/ez 491.0 (M + H)*". 

Example 592 

[1^ ( (35) -3-{ ( (3,4-DIFLUOROPHEim.) SULFONYIi] AMINO} - 3 - 
20 PHENYLPROPYL) -4 -PIPERIDINYL] PHENYL} -2 -METHYLPROPANAMIDE: 

Prepared by Procedure Ql and Scheme AC using 3,4- 
dif luorobenzenesulf onyl chloride and (3-{l- [ (3S) -3- 
amino-3-phenylpropyll -4 -piperidinyl} phenyl) -2- 
methylpropanamide : ESMS m/e: 556.2 (M + H)*. 

25 

Example 593 

3-CSLORO-i/-r (IS) -3-{4- [3- (ISOBUTYRYLAMXNO)PHENZL] -l- 
PIPERIDINYL} -1-PHENYLPROPYL) -2-THI0PHENBCARB0XAin:DE: 
Prepared by Procedure Ql and Scheme AC using 3-chloro-2- 
30 thiophenecarbonyl chloride and f3-{l- [ (3S) -3-amino-3- 
phenylpropyl] -4-piperidinyl}phenyl) -2 -methylpropanamide: 
ESMS jn/e: 524.2 (M 4- H)^. 
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Example 594 

K-f 3-{l- [ (35) -3- {{ [5- (DIMETHYLAMINO) -1- 
KAPHTHYL] SUZtFONTIi} AMINO) -3-PHEN7riPR0PYZi] -4- 
PIPERIDIMYIi}PHENirL) -2-HETH7ZiPROPAKAMXDEs Prepared by 
5 Procedure Ql and Scheme AC using 5- (dimethylamino) -1- 
naphthalenesulf onyl chloride and ^3- { 1- [ ( 3 S) -3 -amino- 
3-phenylpropyl] -4-piperidinyl}phenyl) -2- 
methylpropanaraide: ESMS jn/e: 613.3 (M + H)*. 
Example 595 

10 2-MBTHYI.-JJ-{3- [1- ( (35) -3-{ [ (4- 

METHYLPHENYl.) SUIJ?ONYL] AMIN0}-3-PHENyLPR0PyL) -4- 
PIPERIDINYL] phenyl} PROPANAMIDE: Prepared by Procedure 
Ql and Scheme AC using 4-methylbenzenesulf onyl chloride 
and N- f3-{l- [ (35) -3 -ami no- 3-phenylpropyl] -4- 

15 piperidinyl } phenyl ) -2-methylpropanamide: ESMS m/ez 534.2 
(M + H)*. 

Example 596 
27-{3-[l- ( (35) -3-{l(3,5-DICHLORO-2- 

20 HYDR0XYPHENYL)SULFONYL]AMINO}-3-PHENYLPROPYI.)-4- 

PXPERXDXHYL] phenyl} - 2 -METHYLPROPANAMIDE : Prepared 
Procedure Ql and Scheme AC using 3 , 5-dichloro-2- 
hydroxybenzenesulf onyl chloride and Jff-f3-{l-[(35)-3- 
amino- 3-phenylpropyl] -4 -piperidinyl }phenyl) -2- 

25 methylpropanamide : ESMS m/e: 605.4 (M + H)*. 

Example 597 

2-UETHYL--N- [3- (l-{ (35) -3- [ (METHYLSULFONYL) AMINO] -3- 
PHENYLPROPYL}-4-PIPERIDINYL) PHENYL] PROPANAMZDE: 

30 Prepared by Procedure Ql and Scheme AC using 
methanesulfonyl chloride and /flr- ^3-{i- [ (35) -3-amino-3- 
phenylpropyl] -4 -piperidinyl }phenyl) -2-methylpropcUiamide: 
ESMS m/e: 458.6 (M + H)*. 
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Example 598 

Jf-{3- [1- ( (35) -3-{ I (4-PLU0R0PHEira:i) SULPONYL] AMINOj-B- 
PHENYLPROPTL) -4-PIPBRIDlNYIi] phenyl}- 2 -METHYLPROPANAMIDE: 
Prepared by Procedure Ql and Scheme AC using 4- 
5 f luorobenzenesul f onyl chloride and J^-f3-{l-[(3fir)-3- 
amino-3-phenylpropyl] - 4 -piperidinyl} phenyl) -2- 
raethylpropananiide: ESMS m/e: 538.1 (M + H)*. 

Example 599 

10 X/-{3- [1- ( (3S) -3-{ [(4-rERr-BTJTYLPHEIIYL) SUIiPONYLl AMINO}-3- 

PHENnlPROPYL) -4-PIPERIDINYIi]PHEimi}-2-METHYLPROPANAMIDEs 

Prepared by Procedure Ql and Scheme AC using 4-tert- 
butylbenzenesulfonyl chloride and J/- f3-{l- [ (3S) -3-ainino- 
3-phenylpropyl] - 4 -piperidinyl} phenyl) -2- 
15 . m'ethylpropanamide : ESMS m/e: 576.2 (M + H)*. 

Example 600 

N-{3-[l-{{3S) - 3-{ [(2,5-DICHI.OROPHE^m:I)SUI«FONyL]AMINO}-3- 
PHENYIlPR0PYL) -4-PIPERIDINYLlPHENYL}-2-METHYIiPROPANAMIDE: 

20 Prepared by Procedure Ql and Scheme AC using 2,5- 

dichlorobenzenesulf onyl chloride and N- f3- {l- [ (3S) -3- 
amino-3-phenylpropyl] - 4 -piperidinyl} phenyl) -2- 
methylpropanamide : ESMS m/e: 588.0 (M + H)*. 

25 Example 601 

2-METHYL-N- [3- (l-{ (35) -3-PHEim.-3- 
[ (PROPTLSULFOmrL) AMINO] PROPYL} -4 - 

PZPERXDINYL) PHENYL] PROPAMAMIBB: Prepared by Procedure 
Ql and Scheme AC using 1-propanesulfonyl chloride and 
30 f3-{l- [ (3S) -3-amino-3-phenylpropyl] -4- 

piperidinyl}phenyl) -2-methylpropanamide: ESMS m/e: 486-2 
(M + H)*. 
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Example 602 
N-{3- [1- ( (3S) -3-{ [(3,5-DIMBTHyL-4- 
ISOX2^0I«YL) SOLPOOTLl AMIMO} -3 -PHENYLPROI^ 
PIPBRIDINyL] PHBirai} -2-MBTHyLPROPJaDUIIDK : Prepared by 
5 Procedure Ql and Scheme AC using 3,5-dimethyl-4- 
isoxazolesulfonyl chloride and iff- f3-{l- [ (35) -3-amino-3- 
phenylpropyl] - 4 -piperidinyl} phenyl) -2-methylpropanamide: 
NMR (400 MHz, CDCI3) 5 7.53 (s, 2H) , 7.3-7.1 (m, 5H) , 
7.05 {t, 2H, J = 6.5 Hz), 6.81 (d, IH, J = 7.1 Hz), 4.65 
10 (dd, IH, J = 6.3, 2.2 Hz), 3.11 (t, 2H, J = 7.2 Hz), 2.4 

(m, 4H), 2.2 (S, 3H), 2.05 (m, 2H) , 2.01 (s, 3H) , 2.0- 
1.8 (m, 7H), 1.21 (d, 6H, J = 7.1 Hz); ESMS m/e: 539.5 
(M + H)*. 

15 £xample603 

METHYL 3-{[{3-{4-[3-(IS0BUTYRYLAMIN0)PHENYL] -1- 

PIPERIDINyL} PROPYL) AMINO] SOLFONYL} - 2 - 

THXOPHEKECARBOXYLATE: Prepared Procedure Ql and Scheme 
AC using methyl 3- (chlorosulf onyl) -2- 

20 thiophenecarboxylate and {3 - [1- (B-aminopropyl) -4- 

piperidinyl] phenyl} -2 -raethylpropanamide: Anal. Calcd for 
C24H33N3O5S.HCI: C, 6.00; H, 5.30; N, 7.72. Found: C, 
52,9; H, 6.04; N, 7.59; ESMS m/e: 508.2 (M + H)*. 

25 Exaaople 604 

2-METHyL-N-{3- [1- ( 13S) -3-{ [ (4- 

PHENOXYANILINO) CARBOMYL] AMXNO} - 3 -PHENYLPROPYL) -4 - 
PIPER11)IIIYL]PHENYL}PR0PA1«AMIDK: Prepared by Procedure P 
and Scheme AB using l-isocyanato-4-phenoxybenzene and N- 
30 (3'{l' [ (35) -3-araino-3-phenylpropyl] -4- 

piperidinyl }phenyl ) -2 -methylpropanamide : ESMS m/e : 591.3 
(M + H)*. 
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PIPERlDUmi] PHENYL} -2 - METHYWROPANAMIDE s 

Prepared by Procedure Ql and Scheme AC using 3,5- 
dimethyl -4 -isoxazolesulfonyl chloride and JT- f3-{l- t (3S) - 
3 - amino- 3 -phenylpropyl] -4 -piperidinyl }phenyl ) - 2 - 
5 methylpropanamide : NMR (400 MHz, CDCI3) 5 7.53 (s, 
2H), 7.3-7.1 (m, 5H), 7.05 (t, 2H, J = 6.5 Hz), 6,81 (d, 
IH, J = 7.1 Hz), 4.65 (dd, IH, J = 6.3, 2.2 Hz), 3.11 
(t, 2H, J = 7.2 Hz), 2.4' (m, 4H) , 2.2 (3, 3H) , 2.05 (m, 
2H), 2.01 (s, 3H), 2.0-1.8 (m, 7H) , 1.21 (d, 6H, J 7.1 
10 Hz); ESMS m/e: 539.5 (M + H)^. 

Sxan^le 603 

METHYL 3-{ t (3 -{4- [3- (ISOBUTYRYL2^MINO) PHENYL] -1- 

PIPERIDINYL} PROPYL) AMINO] SULFONYL} - 2 - 

15 THIOPHENECARBOXYLATEs Prepared Procedure Ql and Scheme 
AC using methyl 3- (chlorosulf onyl) -2- 

thiophenecarboxylat e and { 3 - [ 1 - ( 3 - aminopropyl ) - 4 - 

piperidinyl] phenyl } * 2 -methylpropanamide : Anal . Calcd f or 
C24H33N3O5S.HCI: C, 6,00; H, 5.30; N, 7.72. Found: C, 

20 52.9; H, 6.04; N, 7.59; ESMS m/e: 508.2 (M + H)*. 

Exasrple 604 

2-METOYL-Jff-{3- tl- ( (35) -3-{ [ (4- 

PHENOXYANXLINO) GARBONYL] AMINO} -3 -PHENYLPROPYL) -4 - 
25 PIPERIDINYL] PHENYL}PR0PANAMIDE: Prepared by Procedure P 
and Scheme AB using l-isocyanato-4-phenoxybenzene and 
(3'{l- [ (3S) -3-araino-3-phenylpropyl3 -4- 

piperidinyl }phenyl) -2-methylpropcUiamide : ESMS m/e : 591.3 
(M + H)*. 

30 

Exaaiple 605 

JNT- [3- (l-{ {3S) -3- t (ANiniNDCARBONYL) AMINO] -3- 
PHENYLPR0PYL}-4-PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE: 
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Prepared by Procedure P euad Scheme AB using 

isocyanatobenzene and J/- f3-{l-- [ (35) -3-amino-3- 
phenylpropyl] -4-piperidinyl}phenyl) "•2-methylpropauiamide: 
ESMS in/e: 499.2 (M + 

5 

ExBHiple 606 

N'{3' [1- ( (35) -3-{ [(rmr-BOTYLAMINO) CARBOTHIOYL] AMlN0}-3- 
PHElm.FROPYIl) -4-PIPERXD33mi]PHEim:i}-2-METHYIiPROPia^^ 

Prepared by Procedure P iifed Scheme AB using 2- 
10 isothiocyanato-2-methylpropane and IT- {l- [ (3S) -3- 
amino- 3 -phenylpropyl] -4-piperidinyl}phenyl) -2- 
methylpropcoiamide : ESMS m/e: 495.1 (M + H)*. 

Example 607 

15 Jf-{3- tl- ( (3S) -3-{ [ (2-FLUOROANILINO) CARBOOTL] AMINO}-3- 

PHENYLPROPYL) -4-PIPERIDINYIi] PHENYL}- 2 -METHYLPROPANAMIDE: 

Prepared by Procedure P and Scheme AB using l-fluoro-2.- 
isocyanatobenzene and * N- (3-{l- [ (3S) -3-amino-3- 

phenylpropyl] -4-piperidinyl}phenyl) -2-methylpropanamide: 
20 ESMS Jn/e: 517.0 (M + H)*.»^. 

Example 608 

2-METHYIi-W- [3- (l-{ (35) -3-PHBOTL-3- [ (2- 
TOLTTXDXNOCARBOTHIOYI.} AMINO] PROPYL} -4- 
25 PXPERIDINYL) PHENYL] PROFANAMXDS: Prepared by Procedure P 

and Scheme AB using l-isothiocyanato-2-methylbenzene and 
N' f3-{l- [ (35) -3-amino-3-phenylpropyl] -4- 

piperidinyl}phenyl) -2-methylpropanamide: ESMS m/e: 529.1 
(M + H)*. 

30 

Example 609 J?— 

£r-{3- [1- ( (35) -3-{ [ (BENZYLAKINO) CARBONYL] AHI:N0}-3- 
PHENYLPROPYL) -4-PIPERIDINYIi] PHENYL}- 2 -METHYLPROPANAMXDE: 
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phenylpropyl] -4- piperidinyl }phenyl) -2- 

methylpropanamide : NMR (400 MHz, CDCI3) 6 8.44 (s, 
IH), 7.67 (d, IH, J= 7-9 Hz), 7.31-7.13 (m, 13H) , 6.38 
(s, IH) , 6.80 (d, IH, J = 7.9 Hz), 5.54 (m, IH) , 4.81 
5 (m, IH), 4.41 (dd, IH, J = 14.8, 6.2 Hz), 4.29 (dd, IH, 

J = 14.9, 5.4 Hz), 2.99 (d, IH, J « 11.2 Hz), 2.87 (d, 
IH, J = 11.2 Hz), 2.67 (g, IH, J = 6.2 Hz), 2.3 (m, 3H) , 
2.0-1.5 (m, 7H), 1-23 (d, 6H, J = 6.7 Hz); ESMS in/e: 
513.2 (M + H)*. 

10 

Example 610 

2-METHyi.-N-{3- [1- ( (3S) -3-{ [ (2- 

NITROANILINO) CAraONYL] AMINO} - 3 - PHENYLPROPYL) - 4 - 
PIPERIDINYL] phenyl} PROPANAMIDE: Prepared by Procedure P 
15 and Scheme AB using l-isocyanato-2 -nitrobenzene and N- 
(S-ll- [ (35) -3 -amino- 3 -phenylpropyl] -4- 

piperidinyl}phenyl) -2-methylpropanamide: ESMS m/e: 543.6 
(M + H)*. 

20 Example 611 

N-{3- [1- ( (3S) -3^{ [(3,4-DICHLOROANILINO)CARBONYL]AMINO}- 
3-PHENYLPROPYL) -4-PIPERIDINYL] PHENYL}-2* 

METHYLPROPANAMIDE: Prepared by Procedure P cuad Scheme 
AB using 1, 2-dichloro-4-isocycuiatobenzene and N-C3-{l- 
25 [ (35) -3 -amino- 3 -phenylpropyl] -4-piperidinyl}phenyl) -2- 

methylpropanamide : ESMS m/ez 567.1 (M + H)*. 

Example 612 

2-METHyL-l«r-f3-{l-[(3S)-3-({[2- . 
30 (METBYLSX7LFAMYL) ANILINO] CARBONYL} AMINO) -3 -PHENYLPROPYL] - 

4 -PIPERIDINYL}PHENYL) PROPANAMIDE: Prepared by Procedure 
P and Scheme AB using l-isocyanato-2- 
(methylsulfanyl) benzene and (3-{l- [ {3S) -3-amino-3- 
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phenylpropyll -4- piperidinyl}phenyl) -2- 

methylpropanamide : ESMS in/e: 545.0 (M + H)*. 

Example 613 

5 JN^-{3- [1- (3-{ [ (4-FLU0R0Mn:LlH0) CMBONYLl AMINO} PROPYL) -4- 

PIPBRIDINYL] PHENYIi} -2 -METHyiiPROPiOSlAMIDE : Prepared by 
Procedure P and Scheme AB using . 1-f ludro-4- 
isocyanatobenzene and Jf- {3- [1- (3-aminopropyl) -4- 
piperidinyl] phenyl} -2-methylpropanaraide: NMR (400 

10 MHz, CDCI3) 6 7,45 (q, 2H, J = 4.7 Hz), 7.23 (m, 4H) , 

7.05 (t, 4H, J = 7.8 Hz), 6.75 (m, IH) , 4.05 (in, IH) , 
3.19 (s, IH), 2.71 (m, IH) , 2.53 (m, IH) , 2.25 (ra, 3H) , 
1.8 (m, 9H), 1.25 (d, 6H, J = 6.4 Hz); ESMS jn/e: 441.1 
(M + H)*. 

15 

Example 614 
l/-{3-[l-(3-{[(3,4- 

DICHIiOROANILINO) CARBONYL] AMINO}PROPYL) -4 - 

PIPERIDINYLl PHENYL} -2 -METHYLPROPANAMIDE : Prepared by 

20 Procedure P and Scheme AB using 1, 2-dichloro-4- 

i socyanat obenzene and JV- { 3 - [ 1 - ( 3 - aminopropyl ) - 4 - . . 

piperidinyl] phenyl} -2-methylpropanamide: ESMS m/e: 493.2 
(M + H)*. 

Example 615 

2-MBTOZL-jRr- [3- (l-{3- [ (2- 
TOLUIDINOCARBOTHXOYL) AMINO] PROPYL} -4 - 

PIPBRIDINYL) PHENYL] PROPANAMIDE: Prepared by Procedure P 
and Scheme AB using l-isothiocyanato-2-methylbenzene and 
N-{3- [1- (3-aminopropyl) - 4-piperidinyl] phenyl} -2- 
methylpropanamide : ESMS m/e: 453.2 (M + H)*. 



25 



30 
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Example 616 

Kr-{3- [1- (3-{ [ (BBNZYIAMIN0)CMmONyL]i^iro -4- 
PIPERIDINYL] phenyl} - 2 -MBTEnTLPROPAMiUIIDE : Prepared by 

Procedure P and Scheme AB using 

5 (isocyanatomethyl) benzene and lff-{3- [1- (3-aminopropyl) -4- 
piperidinyl] phenyl }-2-methylpropananilde: ESMS m/ei 437.2 
(M + H)*. 

Example 617 

10 Jr-{3- [1- (3-{ [ (4 -ETHOXZAmiiINO)CM®Oimili^NO} PROPYLS -4- 

PIPERIDINTn:.lPHEEnrL}-2-MBTHn.PROP2WH^ Prepared by 

Procedure P and Scheme AB using l-ethoxy-4- 
isocyanatobenzene and 2/-{3- [1- (3-aminopropyl) -4- 

piperidinyl] phenyl} -2-methylpropanamide : ESMS m/e: 467 . 2 

15 (M + H)*. 

Example 618 _ 
JPX- [3- (l-{3- [ (ANILINOCARBONYIi) AMINO] PROPYL} -4- 
PXPERIDINYL ) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 

20 Procedure P and Scheme AB using isocyanatobenzene and 1/- 

{3_ [1- (3-aminopropyl) -4 -piperidinyl] phenyl} -2- 
methylpropanamide : ESMS m/e: 422.9 (M + H)*. 

Example 619 

2-METHYL-Ur- f3-{l- [3- ({ [2- 

(METHYLSULPANYL) ANILINOI CARBONYL} AMINO) PROPYL] -4- 
PIPERIDINYL}PHENYL)PROPANAMIDEs Prepared by Procedure P 
and Scheme AB using l-isocyanato-2- 

(methylsulf anyl) benzene and {3- [1- (3-aminopropyl) -4- 
piperidinyl] phenyl} -2-methylpropanamide: ESMS m/e: 469.1 
(M + H)*. 



25 



30 
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Example 620 

Hr-{3- [1- (3-{ [ (TERT-BUTYLMIINO) CARBOTHIOYI.] AMINO} PROPYL) - 
4 -PIPERIDINYI.] PHENYL} -2 -MBTHYLPROPAKftMIDE : Prepared by 
Procedure P and Scheme AB using 2-isothiocyanato-2- 
5 methylpropane and N-{3- [1- (3-aiidnopropyl) -4- 

piperidinyll phenyl }-2-methylpropanamide: ESMS m/e: 419.0 

(M + H)*. 

Example 621 
10 2-METHYL-l^-{3- [1- (3-{ ( (4- 

PHBNOXYANILINO) CARBONYL] AMINO} PROPYL) -4- 

PIPBRIDINYLl PHENYL} PROPAHAMIDE: Prepared by Procedure P 
and Scheme AB using l-isocyanato-4-phenoxybenzene and N- 
{3- [1- (3-aminopropyl) -4-piperidinyl] phenyl} -2- 
15 methylpropanamide: BSMS m/e: 515.5 (M + H)*. 

Example 622 _ 
iy.f3-{4- [3- (ACETYLAMINO) PHENYL] -l-PIPERIDINYL} PROPYL) -4- 
(2 . 4 -DIPLUOROPHENYL) -2 -METHYL-6-0X0-1, 4 , 5 , 6 -TETRAHYDRO- 
20 3-PYRIDINECARBOXAMIDE: Prepared by Procedure AC and 

Scheme AM using W-{3- [1- (3-arainopropyl) -4- 

piperidinyl] phenyl }acetamide and 4- (2 , 4-dif luorophenyl) - 

2- methyl-6-oxo-l , 4 , 5 , 6-tetrahydro-3-pyridinecarboxylic 

acid: ESMS m/ei 525.2 (M + H)*. 

25 

Exaniple 623 

2^-f3-{4- [3- (ACETYLAMINO) PHENYL] -1- PIPERIDINYL} PROPYL) -4- 
( 3 , 4 -DIFLUOROPHENYL) - 2 -METHYL- 6 -0X0 -1,4,5,6 -TETRAHYDRO- 

3- PYRIDINECARBOXAMIDE: Prepared by Procedure AC and 
30 Scheme AM using (3- [1- (3-aminopropyl) -4- 

piperidinyl] phenyl }acetamide and 4- (3,4 

dif luorophenyl) -2-methyl-6-oxo-l, 4, 5 , 6-tetrahydro-3- 
pyridinecarboxylic acid: ESMS m/e: 525.2 (M + H)*. 
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Exainple 624 

N'{e-{^'13'( ISOBUTYRYLAMINO) PHENYL] - 1 - 
PIPERIDINYL}HEXYIi) -1- {4-NITROPHENYL) -5- 
5 {TiaFLU0ROMBTHyL)-lH-PYRAZOIiE-4-CARBOXAMIDB: Prepared by 

Procedure Ql (THF) and Scheme AT using W^{3-[l-(6- 
aminohexyl) -4-piperidinyl] phenyl} -2-methylpropanamide 
and 1- (4-nitrophenyl) -5- (trif luoromethyl) -lH-pyrazole-4- 
carbonyl chloride: ESMS m/ex 629.2 (M + H)*, 

10 

Example 625 

N' [3- {l-{6- [ (DIPHENYIACKPYL) AMIN0lHBXYI.}-4- 
PIPERIDUmi) PHENYIil -2 -METHYLPROPAKAUIDE : Prepared by 
Procedure Ql (THF) and Scheme AT using N-{3-[l-(6- • 
15 aminohexyl ) - 4 -piperidinyl ] phenyl } - 2 -me t hylpropanamide. 

and diphenylacetyl chloride; ESMS m/e: 540.3 (M + H)*. 

Eyample 626 

5 - ( 3 , 5 -DICHLOROPHENOXY) -N- C 6 - { 4 - [3 - 
20 (ISOBXTTYRYLAMINO) PHENYL] -1-PIPERIDINYL}HEXYL) -2- 

FURAMIDE: 

Prepared by Procedure Ql (THF) and Scheme AT using N-{3- 
[1- (6 -aminohexyl) -4 -piperidinyl] phenyl} -2- 
methylpropanamide and 5 - ( 3 , 5 -dichlorophenoxy) -2 - f uroyl 
25 chloride: ESMS m/e: 600.2 (M + H)*. 

Exeuople 627 

j;^- f 6 - {4 - [3 -( ISOBUTYRYLAMINO) PHENYL] - 1 - 

PIPERIDINYL}HEXYL) « 2 - PHENOXYNXCOTINAMIDE : Prepared by 
30 Procedure Ql (THF) and Scheme AT using i\r- {3- [1- (6- 

aminohexyl) -4-piperidinyl] phenyl} -2-methylpropanamide 
and 2-phenoxynicotinoyl chloride: ESMS m/e: 543.3 (M + 
H)\ 
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Exanple 628 

If- (6 -.{4- [3-(ISOBUTYRyiJUa3ro)PHEira.l-l- 

FIPERXDI]mi}HSXyL}-2-]ilAPHTHAHIDE3 Prepared by Procedure 
5 Ql (THF) and Scheme AT \islxig N-{3- [1- (6-aminohe3cyl) -4- 
piperidinyll phenyl} -2 -methylpropanamide and 2-naphthoyl 
chloride: ESMS m/e: 500.3 (M + H)*. 

Example 629 

10 l-BBlirZYIi-3-TERr-BDT5n:i-N-f6-{4-[3- 

(ISOBUTYRYIAMINO) PHENYL] -l-PIPERIDINYI.}HBXn.) -IH- 
PYRAZOLB-5-CARBOXAMIDE: Prepared by Procedure Ql (THF) 
and Scheme AT using jN^{3- [1- (6-aminohexyl) -4- 
piperidinyl] phenyl } -2 -methylpropanamide and 1-benzyl -3 - 

15 tert~butyl-lH-pyrazole-5-carbonyl chloride: ESMS jn/e: 

586.3 (M + H)*. 

Bxaii^le 630 

3-CHLORO-I/-f6-{4- [3- ( I SOBUTYRYLAMXNO) PHENYL] -1- 
20 PIPERIDINYL}HEXYL) -4- (ISOPROPYLSULFONYL) -2- 

THIOPHENECARBOXAMIDE: Prepared by Procedure Ql (THF) and 
Scheme AT using N- {3- [1- (G-aminohexyl) -4- 

piperidinyl] phenyl } -2 -methylpropanamide and 3~chloro-4- 
( i sopropylsulf onyl ) - 2 - thiophenecarbonyl chloride : ESMS 
25 m/e: 596.2 (M + H)"". 

Example 631 

[3-(l-{6-[(AiaLINOCMmONYL)AMIIIO]HE3rYL}*4- 
PXFERIDZNYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
30 Procedure Ql (THF) and Scheme AT using N-{3-tl-(6- 
aminohexyl ) -4 -piperidinyl] phenyl } - 2 -methylpropeinamide 
and phenyl isocyanate : ESMS m/e: 465.2 (M + H)*, 
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Eacanple 632 

N-{3- [1- (6-{ t (2,4-DlCTI.OROANILINO)CAraONYLlAMINO}HBXa - 
4-PIPERIDIirai]PHEKZL}-2-MBTHyLPROPim^ Prepared by 

Procedure Ql (THP) , and Scheme AT using J/-{3- [1- (6- 
5 • aminohexyl ) -4 -piperidinyl] phenyl } - 2 -methylpropanamide 

and 2,4-dichlorophenyl isocyanate: ESMS in/e: 533 • 2 . (M 4- 
H)*. 

Example €33 

10 lf-f6-{4- 13- (ISOBUTYRYIAMINO) PHENYL! -1- 

PIPERrDlNYL}HEXyL)-l-PHBNyL-5-PR0PYL-lH-PYRAZOIiB-4- 
CARBOXAMXDE: Prepared by Procedure Ql (THF) and Scheme 
AT using N-{3- [1- (6-aminohexyl) -4-piperidinyl]phenyl}-2- 
methylpropanamide and 1 -phenyl - 5 -propyl - lH-pyrazole-4 - 

15 carbonyl chloride: ESMS m/e: 558 • 3 (M + H)*. 

Example 634 

2-METHYL-N-{3- [l-{6-{ [(1- 
NAPHTHYLAMINO) CARBONYL] AMIN0}HEXYL) -4 - 
20 PIPERXDINYL] phenyl} PROPANAMIDE: Prepared by Procedure Ql 
(THF) and Scheme AT using {3- [1- (6-aniinohexyl) -4- 
piperidinyl] phenyl} -2-ine thy Ipropanamide and 1-naphthyl 
isocyanate: ESMS m/e: 515.3 (M + H)*, 

25 Exanqple 635 

N-{3- £1- (6-{ [ ( [1,1» -BIPHENYL] -4- 

YIiAHINO) CARBONYL] AMIM0}HE3£YL) -4 -PIPERIDINYL] PHENYL} -2- 
HETHYLPROPANAUIDEs Prepared by Procedure Ql (THF) and 
Scheme AT using {3- [1- (6-aminohexyl) -4- 

30 piperidinyl] phenyl } -2 -methylpropanamide and 4-biphenyl 
isocyanate: ESMS m/e: 541.3 (M + H)*. 



Example 636 
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2-METHYL-iy-{3- [1- (6-{ I (2- 
lO^HTHTIiAlflNO) CARBONYL] AMlNO}HEXni) -4- 

PIPERIDIWXL]PHEimi}PR0PiUSI3Vira Prepared by Procedure Ql 
(THP) and Scheme AT using W^{3- [1- {6-aininohexyl) -4- 
5 piperidinyl] phenyl } -2 -methylpropcmamide and 2 -naphthyl 
isocyanate: ESMS m/e: 515.3 (M + H)*. 

Example 637 . 
nr-{3-Cl-<3-{[(3,4- 

10 DIMETHOXYPHENYL) SULFONYL] AMINO}PROPYI.) - 4 - 

PIPERIDIimi] PHENYL} - 2 -METHYIiPROPANAMIDE : Prepared by 
Procedure Ql (THF) and Scheme AT using 2^-{3-[l-(3- 
aminopropyl) -4 -piperidinyl] phenyl} -2-methylpropanamide 
and 3,4-dimethoxybenzeneeulfonyl chloride: ESMS m/e: 

15 504.2 (M + H)*.. 

Example 638 

N-f3-{4- [3 -(ISOBUTYRYLAMINO) PHENYL] -1- 
PIPERIDINYL}PR0PYL) -.5-METHYL-3-PHENYL-4- 
20 ISOXAZOLECARBOXAMIDE: Prepared by Procedure Ql (THF) and 

Scheme AT using N-{3- [1- (3-aminopropyl) -4- 

piper idinyl ] phenyl } - 2 -methylpropanamide and 5 -methyl - 3 - 
phenyl-4-isoxazolecarbonyl chloride: ESMS m/e: 489.3 (M 
+ H)*. 

25 

Example 639 

lf-{3- tl- (3-{ [ (4-PLTOROPHBNYL) ACETYL] AMIN0}PR0PYL) -4- 
PIPERIDINYL] PHENYL} -2 -METHYLPROPAMAMIDE s Prepared by 
Procedure Ql (THP) and Scheme AT using Jir-{3- [1- (3- 
30 aminopropyl) -4-piperidinyll phenyl } -2 -methylpropanamide 

and (4-fluorophenyl) acetyl chloride: ESMS m/e: 440.3 (M 
+ H)*. 
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BxaiDple 640 

ir-{3- [1- (3-{ [ (4-CHI.ORO-3- 
NITROPHENYIi) SULFONYL] AMINO }PROPYIi) -4- 

PIPERIDINni] PHENYIi} - 2 -METHyiiPROPANAMIDE s Prepared by 
5 Procedure Ql (THF) and Scheme AT using W-{3-[l-(3- 
aminopropyl) -4-piperidinyllphenyl} -2-methylpropanamide 
and 4-chloro-3-nitrobenzenesulfonyl chloride: ESMS m/e: 
523,1 (M + H)*- 

10 Exainple 641 

2- {4-CHIiOROPHENOry) -jBr-f3-{4-. (3- (ISOBUTYRYIAMINO) PHENYL] - 
l-PIPERIDINYL}PROPYi:i)NICOTIKaMIDE: Prepared by Procedure 
Ql (THF) and Scheme AT using nar-{3- [1- (3-aininopropyl) -4- 
piperidinyl] phenyl } - 2 -methylpropanamide and 2 - ( 4 - 

15 chlorophenoxy)nicotinoyl chloride: ESMS m/ei 535.2 (M + 
H)*. 

Example 642 

5- (3,5-DICHLOROPHENOXY) -J/-f J-{4- [3- 
20 (ISOBUTYRYXiAMINO) PHENYL] -1-PIPERIDINYL}PR0PYL) -2 - 

FURAMIDE: 

Prepared by Procedure Ql (THF) and Scheme AT using lJ-{3- 
[1- (3-aminopropyl) -4-piperidinyl] phenyl} -2- 
methylpropanamide and 5 - { 3 , 5 -dichlorophenoxy ) - 2 - f uroyl 
25 chloride: ESMS fli/e: '558.2 (M + H)^. 

Exanqple 643 

Jir-{3- [1- (3-{ I(2-FLUOROPHBNYL) SULFONYL] AMINO} PROPYL) -4- 
PIPERIDINYL] PHENYL} -2-METHYLPROPANAMIDE : Prepared by 
30 Procedure Ql (THF) and Scheme AT using W-{3-[l-(3- 
aminopropyl) -4-piperidinyl] phenyl} - 2 -methylpropanamide 
and 2-fluorobenzenesulfonyl chloride: ESMS m/e: 462.2 (M 
+ H)\ 
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Exainple 644 

J/-{3- [1- (3-{ [ (3,5-DlMKrHyL-4- 

XSOZAZOLYIi) SULFOHYIa] AHINO}PROPYL) -4-FZPERIDINYi:i] PBENYL}-* 
5 2-lfETHYLPROPANAMIDE: Prepared by Procedure Ql (THF) and 
Scheme AT using N-{3- [1- (3-aniinopropyl) -4- 

piperidinyl ] phenyl } - 2 -methylpropanamide and 3 # 5 - 

dimethyl-4~isoxazolesulfonyl chloride: ESMS m/ez 463.2 
(M + H)*. 

10 

Exanple 644 

Jf-{3- [1- (3"{ [ (4-TERr-BirreLPHBimi) SXJIiFONYIil AMINO}PROPYL) - 
4-PIPERIDZNrL] PHENYIi}-2*METHYLPROFANAMIDE: Prepared by 
Procedure Ql (THF) and Scheme AT using N-{3-[l-{3- 
15 • aminopropyl) -4-piperidinyllphenyl}-2-methylpropanamide 

and 4- text-butylbenzenesulfonyl chloride: ESMS m/ez 
500.3 (M + H)*- 

Example 646 

20 J3r-{3-Il- (6-AMINOHEXYL) -4-PIPERIDINYI*] PHENyL}-2- 

METHYLPR0PANAMIDE : Prepared by Procedure AE and Scheme Y 
using N-C3-{l- [6- (1, 3-dioxo-l, 3-dihydro-2J^-isoindol~2- 
yl) hexyl] -4~piperidinyl}phenyl) - 2 -methylpropanamide and 
hydrazine hydrate: ESMS m/ez 346.2 (M + H)"". 

25 

Exan^le 647 

Jflr-{3-. [1- (2-{ [( [1,1»-BIPHKNYL] -4- 

YIiAMIHO) CARBONYL] AKINO}ETHn.) - 4 -* PIPERXDINYIil-PHENn.} - 2 - 
METHYLFROPAMAICIDE: Prepared by Procedure Ql (THF) and 
30 Scheme AT using liJ-{3- [1- {2~aminoethyl) -4- 

piper idinyl ] phenyl } - 2 -methylpropanamide and 4 -biphenyl 
isocyauiate: ESMS m/ez 485.2 (M + H)*. 
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Example 648 

5- (3,5-DICHI.OROPHENOXY) -JRr-f2-{4- [3- 
(ISOBUXmYIiAMINO) PHENYL] -l-PlPERIDINYL}ETHin.} -3- 
FURAMIDE: 

5 Prepared by Procedxire Ql (THF) euad Scheme AT using li3r-{3- 
[1- (2-aminoethyl) -4-piperidinyl] phenyl} -2- 
methylpropcuiamide and 5- (3 , 5-dichlorophenoxy) -3-furoyl 
chloride: ESMS m/e: 544.1 (M + H)*. 

10 Example 64d 

[3-(l-{2- [(DIPHEMyiJia5TYI.)AMIllO]ETHn 
PIPBRXDXinrL) PHENYXi] -2 -HETHYLPROPAHAMIDB : Prepared by 

Procedure Ql (THF) and Scheme AT using jr-{3-[l-(2- 
aminoethyl) -4-piperidinyll phenyl} -2 -methylpropanamide 

15 and diphenylacetyl chloride: ESMS m/e: 484.2 (M + H)*. 

Exanxple 650 

N-f2-{4- [3- (ISOBUTYRYLAMINO) PHENYL] -1- 

PIPERIDINyL}ETHYL) -2-NAPHTHAMIDE: Prepared by Procedure 
20 Ql (THF) and Scheme AT using N- {3- [1- {2-aminoethyl) -4- 
piperidinyl] phenyl} -2-methylpropanaraide and 2-naphthoyl 
chloride: ESMS m/e: 444, 2 (M + H)*. 

Example 651 
25 3- (2,6-DICHLOROPHENYL) -W-r4-{4- [3- 

(ISOBUTYRYLAMINO) PHENYL] -l-PIPERIDrNYL}BUTYL) -5-MBTHYL- 
4 ISOXAZOLECARBOXAHXDE : 

Prepared by Procedure Ql (THF) and Scheme AT using //-{3- 
[1- (4-aminobutyl) -4-piperidinyllphenyl}-2- 
30 methylpropanamide and 3- (2, 6~dichlorophenyl) -5-methyl-4- 
isoxazolecarbonyl chloride: ESMS m/e: 571-2 (M + H)*. 

Example 652 
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3- (2,6-DICHLOROPHENYL)-.N- (5-{4- [3- 
(ISOBI7TZRYi:J^MINO)PHEimi] --l-PIPmo:DI3mi}PEimii) -S-METHTL- 

4- 1 S0ZAZ0IJ5CARB0XAMIDE : 

Prepared by Procedure Ql (THF) and Scheme AT using 17- {3- 
5 [1- (5-aminopentyl) -4-piperidinyl] phenyl} -2- 

methylpropanamide and 3 - (2 , 6-dichlorophenyl) -5-methyl-4- 
isoxazolecarbonyl chloride. KSMS m/e: 585.2 .(M + H)^. 

Exaasple 653 

10 [3- (l-{4- [ {VX:9EESTlAC&r)rL)IJSXS0}BJT^ 

PIPERIDXNirL)PHEim:.]-2-HETHYLPROPANAl^ Prepared by 

Procedure Q2(THF/DCM, 1:3)) and Scheme AT using N-{3- 
[ 1 - ( 4 - aminobutyl ) - 4 -piperidinyl ] phenyl } - 2 - 
methylpropanamide cuid diphenylacetyl chloride: ESMS m/e: 

15 512.0 (M + H)*. 

Example 654 

JP/- [3- (l-{5- [ (DIPHENYIACETYIi) AMINO] PENTYI.}-4- 
PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE : Prepared by 
20 Procedure Q2 (THF/DCM, 1:3)) and Scheme AT using l/-{3- 

[1- (5-aminopentyl) -4-piperidinyl]phenyl}-2- 
methylpropanamide and diphenylacetyl chloride: ESMS 
m/e: 526.0 (M + H)*. 

25 Exas^le 655 

3,5-DICHLORO-N-f4-{4- [3- (XSOBIITYRYLAMINO) PHENYL] 
PIPERIDINYIi}BUTYL) BENZAMIDE : Prepared by Procedure Q2 
(THP/DCM, 1:3) and Scheme AT using . l^-{3-[l-{4- 
aminobutyl) -4-piperidinyl] phenyl} -2 -methylpropanamide 

30 and 3,5-dicliloroben2oyl chloride: ESMS m/e: 490.0 (M + 

Exaxnple 656 
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5- (3,5-DICHI.OROPHBNOXr) -iff- f4-{4- [3- 

(ISOBUTYRYIAMINO) PHBHYIil -l-PIPERIDIimi}BDTYL) -2- 
FURAHIDE: 

Prepared by Procediire Q2 (THP/DCM, 1:3) and Scheme AT 
5 using { 3 - [1- (4-aminobutyl ) -4 -piperidinyl] phenyl } -2 - 

methylpropanamide and 5 - ( 3 , 5 -dichlorophenoxy) - 2 - f uroyl 
chloride: ESMS m/e: 572.0 (M + H)*, 

Exainple 657 

10 3-CHI.ORO-N-f4-{4- [3- (ISOBDTYRYLAMINO) PHENYL] -1- 

PIPERIDlNyii}BUTCT.)BKNZAMIDE: Prepared by Procedure Q2 
(THF/DCM, 1:3) and Scheme AT using N-{3-[l-(4- 
aminobutyl) -4-piperidinyl] phenyl} -2 -methylpropanamide 
and 3-chlorobenzoyl chloride: ESMS m/e: 456.0 (M + H)*. 

15 

Exanxple 658 

3 r 4 -DIFLUORO -N-f4-{4-[3 - ( ISOBUTYRYLAMINO) PHENYL] - 1 - 
PIPERIDINYL}BirrYL) BENZAMIDE: Prepared by Procedure Q2 
(THF/DCM, 1:3) and Scheme AT using N-{3-[l-(4- 
20 aminobutyl) -4-piperidinyl] phenyl} -2 -methylpropanamide 

and 3,4-difluorobenzoyl chloride: ESMS m/e: 458.0 (M + 
H)^ 

Exan^le 659 

25 JJ-{3- [1- (4-{ [(3,5-DICHLOROANILINO)CARBONYLlAMINO}BUTYL) - 

4-PXPERIDINYL]PHENYL}-2-METHYLPROPANAHXDEs Prepared by 
Procedure Q2 (THF/DCM, 1:3) and Scheme AT using N- (3- 
{l- [4- (formylamino) butyl] -4-piperidinyl} phenyl) -2- 
methylpropanamide and 3 , 5-dichlorophenyl isocyanate : 

30 ESMS. m/e: 505.0 (M + H)*. 

Sxasrple 660 
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- lf-{3-[l.(4-{[(Cl.l*- BIPHENYI.] -4- 

YIAMIMO) CARBONYIi] AMINO}BDTYL> -4-PIPBRlD13Snnii PHBHYIi}-2- 
HETH7LPROFAKIAMIDES Prepared by Procedure Q2 (THF/DCM, 
1:3) and Scheme AT using 2^- {3- [1- (4-aminobutyl) -4- 
5 piperidinyll phenyl } - 2 -methylpropanamide and 4 -biphenyl 
isocyanate: BSMS m/e: 513.0 (M + H)*. 

EacaiDple 661 

2-METHyii-JRr-f3-{l- [5- (4-NITROPHBlIYL) -B-OXOPENTYIil -4- 
10 PlPKRIDINYIi}PHENni)PROPANaMIDE5 Prepared by Procedure K 
and Scheme Bl (K2CO3) using 5-chloro-l- (4-nitrophenyl) - 

1- pentanone and 2-methyl-J/- [3- (4- 
piperidinyi) phenyl] propanamide: ESMS m/ei 452.2 (M + H)*. 

IS Example 662 

l^-f3-{l- [5- (4-FLUOROPHENYL) -S-OXOPENTYL] -4- 
PIPERIDINYL}PHENyii) - 2 -METHYLPROPANAMIDE s Prepared by 
Procedure K and Scheme Bl (K2CO3) using 5-chloro-l- (4- 
f luorophenyl) -1-pentanone and 2-methyl-lir- [3- (4- 

20 piperidinyl) phenyl] propanamide: ESMS m/e: 425.2 (M + H)*. 

Example 663 

2- METHyL-Jtf^- [3- (l-{5-OXO-5- [2- 
(TRIPLUOROMETHYL) PHENYL] PENTYL} -4 - 

25 PIPERIDINYL) PHENYL] PROPANAMIDE: Prepared by Procedure K 

and Scheme Bl (K2CO3) using 5-chloro-l- [2- 

(trif luoromethyl) phenyl] -.1-pentanone and 2-methyl-^'- [3- 
(4 -piperidinyl) phenyl] propanamide: ESMS m/e: 475.2 (M + 

30 

Exaiiq^le 664 

N'(3-[l' [5- {3-BROMOPHENYL) -5-OXOPENTYL] -4- 
PIPERIDIMYL}PHENYL) - 2 -METHYLPROPANAMIDE : Prepared by 
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Procedure K and Scheme Bl (K2CO3) using 1- (3- 

bromophenyl) -5-chloro-l-pentanone and 2-methyl-Jf- [3- (4- 
piperidinyl) phenyl] propanamide: BSMS m/e: 485*1 (M + H)*. 

5 Example 665 

2-.METHYL-lfl'-f3-{l- [5- (3-NITROPHENYL) -5-OXOPEllTYL] -4- 
PIPBRlDIOTn}PHBNYL)PROPAraMIDBx Prepared by Procedure K 
and Scheme Bl (IQiCQa) using 5-chloro-l- {3-nitrophenyl) - 
1-pentanone and 2 -methyl -N- [3 - ( 4 - 

10 piperidinyl) phenyl] propanamide: ESMS m/e: 452.2 (M + H)*, 

Example 666 

JNr-f3-{l- [5-(3-CHLOROPHENYL) -5-OXOPENTYIi] -4- 
PlPERIDINyL}PHENyL) - 2 -METHYLPROPANMUDB 5 Prepared by 
15 Procedure K and Scheme Bl (K2CO3) using l-(3~ 

chlorophenyl) -5-chloro-l -pen tanone and 2-methyl-N- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 441.1 (M + H)*. 

Example 667 

20 N-f3-{l- [5-{4-BROMOPHENYL)-5-OXOPBNTYIi] -4- 

PIPERIDINYIi} PHENYL) - 2 -METHYLPROPANAMIDE s Prepared by 
Procedure K and Scheme Bl (K2CO3) using 1- (4- 

bromophenyl) -5-chloro-l-pentanone and 2-methyl-lf- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 485.1 (M + H)*. 

25 

Example 668 

JX-f3-{l- [5- {2-I0I>0PHENin.) -5-OXOPENTYI.l -4- 

PZPERIDXNYIi}PHENYL) -2-METHYZiPROPAIlAHIDE: Prepared by 
Procedure K and Scheme Bl (K2CO3) using 1- (2- 
30 iodophenyl) -5-chloro-l-pentanone and 2-raethyl-J/- [3- (4- 
piperidinyl)phenyl]propanamide: ESMS m/e: 533.0 (M + H)*. 

Example 669 
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J^- f 3 - { 1- 1 5 - (3 - PLUOROPHENYL) - 5 - 

OXOFBNTYL] -4-PIPBRIDI!nn:i}FHENYL) -2-HETHYXPROPAn2VHIDEt 

Prepared by Procedure K and Scheme Bl {K2CO3) using l- 
(3-fluorophenyl) -5-chloro-l-pentanone and 2-methyl-^- [3- 
5 (4-piperidinyl) phenyl] propcuiamide: ESMS m/e: 425.2 (M + 

H)*. 

Example 670 

[3- (l-{5-OXO-5- [3- 

10 (TRIFIaUORQMBTHlTL) PHENYL] PENTYIi}-4- 

PIPERIDINZL)PHEllirii]PROPANftMIDEs Prepared by Procedure K 
and Scheme Bl (K2CO3) using l-[3- 

(trifluoromethyl) phenyl] -5-chloro-l-pentanone and 2- 
methyl-i^- [3- (4-piperidinyl)phenyl]propanamide: ESMS m/e: 

15 475.2 (M + H)*. 



Example 671 

N'(3-{1- [5- (2 -PLUOROPHENYL) -5-OXOPENTYL] -4- 
PIPERIDINYL}PHENYL) -2 -METHYLPROPANAMIDE : Prepared by 
20 Procedure K and Scheme Bl (K2CO3) using 1- (2- 

f luorophenyl) -5-chloro-l-pentanone and 2-methyl-N- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 425.2 (M + H)*. 

Example 672 

25 N'(3-il- [5- (3-IODOPHENYL) -5-OXOPENTYL] -4- 

PIPERIDIimi}PHENYL)-2-METHYLPR0PimAl^ Prepared by 

Procedure K and Scheme Bl {K2CQ3) using l-(3- 
iodophenyl) -5-chloro-l-pentanone and 2-raethyl-J^- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 533.0 (M + H)*. 

30 

Exan^le 673 

N' f 3-{l- [5- (2-CHL0R0PHEim:i) -5-OXOPBNTYL] -4- 
PIPER1DINYL}PHEMYL) -2 -METHYLPROPANAMIDE : Prepared by 
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Procedure K and Scheme Bl (K2OQ3) using 1- (2- 

chlorophenyl) -5-chloro-l-pentanone and 2-methyl-JP/- [3- (4- 
piperidinyl)phenyl]propanamide: ESMS m/e: 441.1 (M + H)*. 

5 Eacanple 674 

2-MEOTm:.-J!X-. [3- (l-{5-OXO-5- [4- 
(TRIFXiUOROHETHTIi) PEEBYZi] PEMTYL} -4- 

PIPERIDZNYL)PHENYZi]PROPANAMlDE: Prepared by Procedure K 
and Scheme Bl (K2CQ3) using l-[4- 

10 (trifluoromethyl) phenyl] -5-chloro-l-pentanone and 2- 
methyl -N^ [3 - (4 -piperidinyl ) phenyl] prqpanamide : ESMS m/e : 
475.2 (M + H)*. 

Example 675 

15 N-f3-{l- [5- (4-CHLOROPHENYI.) -5-OXOPENTYL] -4- 

PIPERIDXNYL} PHENYL) - 2 -HETHYLPROPANAMXDE t Prepared by 
Procedure K and Scheme Bl (K2CO3) using 1- (4- 

chlorophenyl) -5-chloro-l-pentanone and 2-methyl-J^- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 441.1 (M + H)*. 

20 

Example 676 

N-(3-{l- [5- {4-IODOPHENYL) -S-OXOPENTYL] -4- 

PIPERrDINYL}PHENYL) -2-METHYIiPR0PAlOUa:DE: Prepared by 
Procedure K and Scheme Bl (K2CO3) using 1- {4- 

25 iodophenyl) -5-chloro-l-pentanone and 2-methyl-N- [3- (4- 
piperidinyl) phenyl! propanamide: ESMS m/e: 533 (M + H)*. 

Example 677 

Jr-f3-{l- [5- (2-BRQMOPHENYI.) -5-OXOPElim.] -4- 
30 PXPERIDINYLjPHENYn) -2-llETHYLPROPANAMIDE: Prepared by 
Procedure K cuad Scheme Bl (K2CO3) using l-{2- 
bromophenyl) -5-chloro-l-pentanone and 2-methyl-JNr- [3- (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 485.1 (M + H)*. 
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Example 678 

2- (4-CHi:iOROPHBMOX7) -IT-f 4-{4- [3- (ISOBXTrYRYIiAHINO) PHENieii] - 
l-FIPERIDINni}BnTYIi)NXCOTXIIAMlDE: Prepared by Procedure 

5 Q2 (THF/DCM, 1:3) and Scheme AT using N-{3-[l-{4- 
aminobu tyl ) - 4 -piperidinyl ] phenyl } - 2 -me t hylpropanamide 
cuid 2- {4-chlorophenoxy)nicotinoyl chloride: ESMS m/ei 
549.0 (M + H)*. 

10 Bxan^le 679 

^.f4-{4 - [3- (ISOBUTYRYLAMINO) PHENYL! -1- 

PIPERIDINYL}BXrrYL) -3,4 -DIMETHOXYBENZAMIDE : Prepared by 
Procedure Q2 (THF/DCM, 1:3) and Scheme AT using N-{3- 
[1- (4-arainobutyl) -4 -piper idinyl] phenyl} -2- 
15 methylpropanamide and 3,4-dimethoxybenzoyl chloride: 
ESMS m/e: 482.0 (M + H)*. 

Exantple 680 

3- (2-CHLOROPHENYL) --W-f 4-{4- [3- ( IS OBUTYRYLAMINO) PHENYL] - 
20 1-PIPERIDINYL}BUTYL) -5-METHYL-4-ISOXAZOLECARBOXAMIDE: 

Prepared by Procedure Q2 (THF/DCM, 1:3) and Scheme AT 
using J/- {3- [1- (4-aminobutyl) -4-piperidinyl] phenyl} -2- 
methylpropanamide and 3- (2-chlorophenyl) -5-methyl-4- 
isoxazolecarbonyl chloride: ESMS m/e: 537.0 (M + H)*. 

25 

Example 681 

3- (2-CHLOROPHENYL) -2r-r5-{4- [3- (ISOBUTYRYUUflNO) PHENYL] - 
1-PIPERIDXNYL}P£NTYL) -5-METHYL-4-XSOZAZOLEC21RBOXAHXDE: 

Prepared by Procedure Q2 (THF/DCM, 1:3) and Scheme AT 
30 using N-{3- [1- (5-aminopentyl) -4-piperidinyl] phenyl} -2- 
methy Ipropanamide and 3 - ( 2 - chlor opheny 1 ) - 5 -methyl - 4 - 
isoxazolecarbonyl chloride: ESMS m/e: 551.0 (M + H)*. 
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Example SB2 

2-MBTHyii-«r-{3- tl- (3-{l-METHYIi-2- 14- 
(TRIFIiUOROHETHn.) PHENYIil -IH-IHDOL- 3 -YI.} PROPYL) -4- 
PIPERZDIlfYL3PHEaTni}PHOPAKAMZDE8 Prepared by Procedure E 
5 and Scheme M using 2"methyl-2tf^- [3- (l-{5-oxo-5- [4- 
( trif luoromethyl) phenyl] pentyl } -4- 

piperidinyl) phenyl] propanamide and 1-methyl-l- 

phenylhydrazine : ESMS m/e: 562.2 (M + H)*. 

10 ExaB^le 683 

2-MBTHYL-Jf-{3- [1- {3-{l-METHYL-2- [4- 
(TRIPL0OROMETHYL) PHENYLl -IH-INDOL- 3 -YL} PROPYL) -4- 
PIPBRIDINYL] PHENYL} PROPAKAMIDEs Prepared by Procedure E 
and Scheme M using 2-methyl-J!^- [3- (l-{5-oxo-5- [4- 

15 (trif luoromethyl) phenyl] pentyl } -4- 

piperidinyl ) phenyl] propanamide and 4- 

( trif luoromethoxy) phenylhydrazine hydrochloride: ESMS 
. m/ez 632.2 (M + H)*. 

20 Example 684 

2 -METHYL-//- {3- [1- (3-{2- [4- (TRXFLUOROMETHYL) PHENYL] -Iff- 
XNDOL-3-YL}PROPYL) -4-PXPERIDINYL] PHENYL} PROPi^NAMIDE: 

Prepared by Procedure E and Scheme M using 2-methyl~W- 
[3- (l-{5-oxo-5- [4- (trif luoromethyl) phenyl] pentyl}"-4- 
25 piperidinyl) phenyl] propanamide and phenylhydrazine: ESMS 
m/e: 548.2 (M + H)*. 

Exan^le 685 

2-METHYL-lflr-{3- [1- (3 -{l -PHENYL- 2- [4- 
30 (TRIFLUOROMETHYL) PHENYL] -lH-INDOL-3 -YL}PR0PYL) -4 - 

PIPERIDINYL] phenyl} PROPANAMIDE: Prepared by Procedure E 
and Scheme M using 2-methyl-N- [3- (l-{5-oxo-5- [4- 
(trif luoromethyl) phenyl] pentyl } -4- 
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piperidinyl) phenyl] propanamide and 1 , 1-diphenylhydrazirie 
• hydrochloride: ESMS m/ei 624.2 (M + H)*. 

Exan^le 686 

5 2 -METHYL-//- {3- II- (3-{2- [4- (XRIFItUOROMETHYL) PHENYL] -UT- 

BEN20 [G\ IND0L-3-YL}pR0PYL) -4- 

PIPERIDINYLlPHEMYL}PROPiyaAMIDE: Prepared by Procedure E 
and Scheme M using 2-raethyl-^-i3- (l-{5-oxo-5- [4- 
( t r i f luoroine t hy 1 ) phenyl 1 pent y 1 } - 4 - 
10 p iper idinyl ) phenyl ] propanamide and 1 -naphthylhydraz ine 
hydrochloride: ESMS m/e: 598.2 (M + H)*. 

Exanqale 687 

2-MBTHyL-J!f-{3- [1- (3-{7-METHYL-2- [4- 
15 (TRIFLUOROHETHYL) PHENYL] -lff-INDOL-3 -YL}PR0PYL) -4- 

PIPERIDINYL]PHENYL}PROPAKAMIDE: Prepared by Procedure E 
and Scheme M using 2-methyl-N" [3- (l-tS-oxo-S- [4- 
( t r i f luoromet hyl ) phenyl ] pentyl } - 4 - 

piperidinyl ) phenyl] propanamide auid 1 - ( 2 - 

20 me thy Iphenyl) hydrazine hydrochloride: ESMS m/e\ 562.2 (M 
+ H)*. 

Exanqple 688 

2-METHYL-N-{3- [1- (3 -{5 -METHYL- 2- [4- 
25 (TRIFLUOROMETHYL) PHENYL] - IH-INDOL- 3 -YL} PROPYL) -4- 

PIPERIDIMYL]PHENYL}PROPiUiAMIDE: Prepared by Procedure E 
and Scheme M using 2-methyl-l^- [3- (l-{5-oxo-5- [4- 
(trifluoromethyl) phenyl J pentyl} -4- 

piperidinyl ) phenyl ] propanamide cuad 4 - 

30 methylphenylhydrazine hydrochloride: ESMS in/e; 562.2 (M + 



Exan^le 689 
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W-{3-[l-(3-{5-MKTHDXy-2- 

(TRlFLUOROMETHYIt) PHENYL] -1F-IND0L-3-YL}PR0PYL) -4- 
PIPERIDIimi]PHENYIi}-2-METHirLPROPAN2^D Prepared by 

Procedure E cuad Scheme M using 2-methyl-Jr- [3- (l-{5-oxo- 
5 5- [4- (trif luoromethyl) phenyl] pentyl} -4- 

piper idinyl ) phenyl] propanamide and 4 - 

methoxyphenylhydrazine hydrochloride: BSMS m/e: 578.2 (M 
+ H)*. 

10 Example 690 

N- [3- (l-{3- [2- (3-FL0OROPHENYL) -7-METHYL-1H-1NDOL-3- 
YIi] PR0PYIi}-4«-PIPERIDZXIYI«) PHENYL] -2-METHYLPROPANAMIDE5 

Prepared by Procedure E and Scheme M using N- O-ll- [5- 
(3-f luorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
15 methylpropanamide and 1- (2 -met hylphenyl) hydrazine 
hydrochloride: ESMS m/e: 512.2 (M + H)*. 

Exanrple 691 

[3- (l-{3- [2- (4-CHLOROPHENYL) -l-METHYL-lH-INDOL-3 - 
20 YL] propyl} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using i^-C3-{l-[5- 
(4-chlorophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 
methylpropanamide and l-methyl-l-phenylhydrazine: ESMS 
m/e: 528.2 (M + H)*. 

25 

Example 692 

[3- (l-{3- C2- (4-.PHJ0R0PHENyL) -5-MBTHOXY-lff-INDOL-3- 
YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using N-f3-"{l-[5- 
30 (4 -f luorophenyl) --5-oxopentyl] -4-piperidinyl}phenyl) -2- 

methylpropanaraide and 4 -methoxyphenylhydrazine 

hydrochloride: ESMS m/e: 528.2 (M + H)*. 
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Example 693 

I/- [3- (l-{3- 12- {2-PLirOROPHENni) -lH-IHDOIi-3-YI.l PR0PYL}-4- 
FIPERIDINYIi) PHESnnCi] -2 -METOZIiPROPAHJysiDE t Prepared by 
Procedure E and Scheme M using f3-{l- [5- (2- 

5 f luorophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 

methylpropanamide and phenylhydrazine: ESMS m/e: 498.2 
(M + H)*. 

Exan^le 694 

[3- (l-{3- [2- (3-FIiUOR0PHEN7Zi) -5- (TRIPLUOROMBTHOXY) -IH- 
INDOL-3-YIi] PROPYL}~4-PIPBRIDIlIYL)PHEOTI.l -2- 
HETHYIiPROPAXDkMIDE: Prepared by Procedure E and Scheme M 
using N- f3- {l- [5- (3 -f luorophenyl) -5-oxopentyl] -4- 

piperidinyl}phenyl) -2-raethylpropanamide and 4- 

( trif luoromethoxy) phenylhydrazine hydrochloride : ESMS 
jzi/e: 582.2 (M + H)*. 

E3ca]iqc>le 695 

N- [3- (1«{3- [2- (2-PLXJOROPHENYIi) -5- (TRIFLUOROMETHOXY) -Iff- 
IKDOI--3-YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2- 
METHYLPROPANMUDE : Prepared by Procedure E and Scheme M 
using N- (3-{l- [5- (2 -f luorophenyl) -5-oxopentyl] -4- 

piperidinyl} phenyl) -2-methylpropanamide and 4- 

{ trif luoromethoxy) phenylhydrazine hydrochloride : ESMS 
m/ez 582.2 (M + H)*. 

Example 696 

N- [3- (l-{3- [2- (4-PLUOROPHENYL) -l-PHENYL-lH-INDOL-3- 
YL] PROPYL}- 4 -PIPERIDINYL) PHENYL] - 2 -METHYLPROPANMUDE : 

30 Prepared by Procedure E and Scheme M using N-^3-{l-[5- 

(4- f luorophenyl) -5-oxopentyll - 4 -piperidinyl} phenyl) -2- 
me t hylpropanamide and 1 # 1 - diphenylhydrazine 

hydrochloride: ESMS m/ei 548.2 (M + H)*. 



10 



15 



20 



25 



wo 03/004027 



PCTAJS02/210d3 



424 

Bxample 697 

N- 13- (l-{3- [2- {2-PLUOROPHENYL) -IH-BENZO [GJ INDOL-3- 
YLl PR0PYI.}-4-PrPERIDINyi.)PHKNYr.l -2-METHyLPROPANMm)B5 
Prepared by Procedure E and Scheme M using JJ-f3-{l-[5- 
5 (2-f luorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 

methylpropanamide and 1-naphthylhydrazine hydrochloride: 
ESMS in/e: 547.7 (M + H)*. 

Exanple 698 

10 N' [3- {l-{3- [2- (2-FZ.nOROPHENY]:i) -5-MBTHyL-ljEr-IND0L-3- 

YL] PROPYI.} -4-PXPBRIDIMYL) PHENYL] •-2-HETH7LPR0PANAHIDEs 

Prepared by Procedure E and Scheme M using Jjr- f3-{l- [5- 
(2-f luorophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 
methylpropanamide and 4 -methylphenylhydrazine 

15 hydrochloride: ESMS m/e: 512.2 ( M + H)*. 

Example 699 

[3- (l-{3- [2- O-PLUOROPHENYL) -IH-BENZO [G] INDOL-3- 
YL] PR0PYL}-4-PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE s 

20 Prepared by Procedure E and Scheme M using N-f3-{l-[5- 

(3 -f luorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 1-naphthylhydrazine hydrochloride: 
ESMS m/e: 548.2 (M + H)*. 

25 Exainple 700 

i^- [3- (l-{3- [2- (4-FLUOROPHENYL) - 1 -METHYL -lH-INDOL-3- 
YL] propyl} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE s 
Prepared by Procedure E and Scheme M using 2i-f3-{l-[5- 
(4 -f luorophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 

30 methylpropanamide and 1 -methyl -1-phenylhydrazine: ESMS 
m/e: 512.2 (M + H)*. 

Example 701 
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N- [3- (l-{3- [2- (3- FLTOROPHKNYIi) -S-METHOXY- 

lH-IMDOL-3-YZi] PROPYL}- 4 -PXPERIDINYL) PHENYI.] -2- 
HETHTIiPROPAKAUZDE : 

Prepared by Procedure E and Scheme M using N-f3-{l-[5- 
5 (3 -f luorophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 

methylpropanamide and 4-methoxyphenylhydra2ine 

hydrochloride: ESMS m/&i 528.2 (M + H)*. 

Example 702 

10 Jjr- [3- (l-{3- [2- O-FLUOROPHENYZi) -l-PHENYIi-lH-INDOL-3- 

YIi] PR0PYL}-4-PIPERIDIimi) FHENYIi] -2-HETHYI.PROPANAKIDEs 

Prepared by Procedure E and Scheme M using 17-^3-{l-[5- 
(3-f luorophenyl) -5-oxopentyll -4 -piper idinyl} phenyl) -2- 
methylpropanamide and 1 , 1 -diphenylhydrazine 

15 hydrochloride : ESMS m/e: 574.2 (M + H)*. 

Example 703 

1^- [3- {l-{3- [2- (4-CHLOROPHENYL) -5- (TRXPLUOROMETHOXY) -IH- 
IND0I.-3~YL] PROPYL} -4- 

20 PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 

Procedure E and Scheme M using i^-f3-{l-[5-{4- 
chlorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 4- 

(trif luoromethoxy) phenylhydrazine hydrochloride : ESMS 

25 m/e; 598.2 (M + H)^.* 

Example 704 

If- [3- (l-{3- [2- (3-FL0OROPHENYL) -IH-INDOL-S-YL] PR0PYL}-4- 
PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
30 Procedure E and Scheme M using i^- C3- {l- [5- (3- 

f luorophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 
methylpropanamide and phenylhydrazine: ESMS m/e: 498.2 
(M + H)*. 
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Exasq^le 705 

. N- [3- (l-{3- [2- (B-PLUOROPHENYL) -l-METH«i-lff-IND0L-3- 
YIi] PR0PYIi}-4-PIPERIDINYIi) PHENni] -2-HETE7LPR0PAllMa:DE: 

5 Prepared by Procedure E and Scheme M using J^-f3-{l-[5- 
(3-f luorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 1-methyl - 1 -phenylhydrazine : ESMS 
in/e: 512.2 (M + H)*. 

10 Example 706 

Ur- [3- (l-{3- [2- (3-FLUOROPHENn.) -5-METHSI.-1E-INDOL-3- 
YLl PROPYIi} -4 -PXPERIDXNYIi) PHENYL] - 2 -MBTHYLPROPANAMXDE : 

Prepared by Procedure E and Scheme M using Jff-(3-{l-t5- 
(3-f luorophenyl) -S-oxopentyl] -4-piperidinyl}phenyl) -2- 
15 methylprdpanamide and 4-methylphenylhydra2ine 

hydrochloride: ESMS m/e: 512.2 (M + H)*, 

Exauxqple 707 

N- [3- (l-{3- [2- (4-CHLOROPHENYL) -IH-BENZO [G] INDOL-3- 
20 YIi] PROPYL}-4 -PIPERiniNYIi) PHENYIi] -2 -METHYLPROPANAMIDB: 

Prepared by Procedure E and Scheme M using J/-f3-{l-[5- 
(4-chlorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 1-naphthylhydrazine hydrochloride: 
ESMS m/e: 564.2 (M + H)*, 

25 

Example 708 

ly. [3. (l-{3- [2- (4-CHLOROPHENYI.) -IH-INDOL-B-YL] PR0PYIi}-4- 
PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
Procedure E and Scheme M using DJr- ^3-{l- [5- (4- 
30 chlorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 

methylpropcuiamide and 1 -phenylhydrazine hydrochloride: 
ESMS m/e: 514.2 (M + H)*. 
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J^- [3- (l-{3- [2- (2-FLUOROPHEOTI.) -l-BIETHXIi-iF-INDOL-3- 
YL] PR0PyL}-4-PIPERIDINni) PHENnt] -2-METHYIiPROPANAMIDEs 

Prepared by Procedure E and Scheme M using ir-p-{l-[5- 
5 (2-f luorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 

tnethylpropcuxamide and 1-niethyl-l-phenylhydrazine: ESMS 
m/e: 512,2 (M + H)*. 

Exanple 710 

10 N- [3- (l-{3- [2- (2-FLnOROPHEMYL) -7-METHM.-U5r-I»DOL-3- 

YIi] PROPYI.}-4-PIPERZDINn.) PHENTL] -2-METEniPROPAllAMIDE: 

Prepared by Procedure E cind Scheme M using J^^- f3-{l- [5- 
{2-f luorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) --2- 
me thylpropanamide and 1 - { 2 -methylphenyl ) hydrazine 
15 hydrochloride: ESMS in/e: 512.2 (M + H)*. 

Example 711 

[3- (l-{3- [2- (2-Fr.lJOROPHENYL) - 1 -PHENYL -Iff- INDOL- 3- 
YLI PROPyi.}-4-PXPERIDINyii) PHENYL] -2-MErayLPROPANaMIDE: 

20 Prepared by Procedure E and Scheme M using i^-f3-{l-[5- 
(2 -f luorophenyl) -5-oxopentyl] -4 -piper idinyl} phenyl) -2- 
raethylpropcoiamide and 1, 1-diphenylhydrazine 

hydrochloride: ESMS m/e: 574.2 (M + H)*. 

25 Example 712 

lir- [3- (l-{3- [2- (2-FLUOROPHENYL) -5-METHOXY-1H-INDOL-3- 

YL] PR0PYL}-4-PIPERIDINYL) PHENYL] -2-METHYI.PROPAiaAHIDE: 
. Prepared by Procedure E and Scheme M using 17-f3-{l-[5- 

(2 -f luorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
30 methylpropcuiamide and 4-methoxyphenylhydrazine 

hydrochloride: ESMS m/e: 528.2 (M + H)*, 

Exainple 713 
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l^-[3-(l-{3-[2-(4- CHLOROPHEOTL) -5-MBTHOXy- 

lff-IMDOL-3-YIi] PROPYL} -4-PIPERIDINYL) PHENYL] -2- 
HETHYLPROPlUaAMIDB s 

Prepared by Procedure E and Scheme M using N- (3'{l- [S~ 
5 (4-chlorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 

met hylpropanamlde and 4 -me thoxyphenylhydr az ine 

hydrochloride: ESMS in/e: 544.2 (M + H)*. 

Example 714 

10 N' [3- (l-{3- [2- (4--FLnCR0PHENYL) -Iff-BENZO [6] IllDOL-3- 

YL] PR0PYL}-4-PIPERIDI]mi) PHENYL] -2-METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using JJT- f3-{l- [5- 
(4-f luorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 1-naphthylhydrazine hydrochloride: 
15 ESMS m/e: 548.2 (M + H)*. 

Example 715 

[3- (l-{3- [2- (4-FLUOROPHENyL) -5- (TRIPLUOROMETHOXY) -IH- 
INDOL-3 -YL] PROPYL} -4 -PXPERXDXNYL) PHENYL] -2- 
2 0 METHYLPROPANAMIDE : 

Prepared by Procedure E and Scheme M using i\r- ^3- {l- [5- 
(4 -f luorophenyl) -5-oxopentyll - 4 -piperidinyl} phenyl) -2- 
methylpropanainide and 4- 

( trif luoromethoxy) phenylhydrazine hydrochloride : ESMS 
25 m/e: 582.9 (M + H)*. 

Example 716 

IT- [3-(l-{3- [2- (4-FLUOROPHENYL) -7-METHYL-1H-INDOL-3- 
YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANANIDE : 

30 Prepared by Procedure E and Scheme M using J/-^3-{l-[5- 
(4 -f luorophenyl) -5-oxopentyl] -4 -piperidinyl} phenyl) -2- 
me thylpropanamide and 1 - ( 2 -met hylphenyl ) hydrazine 
hydrochloride: ESMS m/e: 512.2 (M + H)*. 
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Example 717 

jr- [3- (l-{3- [2- (4-FLnOROPHEMYL} -Iff-INDOL-S-YL] PR0PYL}-4- 
PlPERIDINyL) PHEHTL] - 2 -MBTHYIiPROPAlSD^IDB : Prepared by 
5 Procedure E and Scheme M using f3-{l- [5- (4- 

f luorophenyl) -5-oxopentyll -4-piperidinyl}phenyl) -2- 
methylpropcuiamide and phenylhydrazine : ESMS in/e: 498.2 
(M + H)*. 

10 Example 718 

[3- (l-{3- [2- (4-FIiUOROPHEllYL) -5-METHni-lH-IMDOL-3- 
Ylt] PR0PYI.}-4-PIPERIDINYL) PRENYIi] --2-METHYIiPROPAMAMlDE: 

Prepared by Procedure B and Scheme M using J/-f3-{l-[5- 
(4 luorophenyl) -5-oxopentyll - 4 -piperidinyl} phenyl) -2- 
15 methylpropanamide and 4~methylphenylhydrazine 

hydrochloride: ESMS m/ei 512.2 (M + H)*. 

Example 719 

N- [3-(l-{3- [2- (4-CHLOROPHENyL) -7-METHYI*-lff-INDOL-3- 
20 YL] PROPYL} -4 -PIPERIDXNYL) PHENYIi] -2 -METHYLPROPANAMIDE : 

Prepared by Procedure E and Scheme M using N-(3-{l-l5- 
(4-chlorophenyl) -S-oxopentyl] -4 -piper idinyl} phenyl) -2- 
methylpropanamide and 1 - ( 2 -raethylphenyl ) hydrazine 

hydrochloride: ESMS m/e: 528.2 (M + H)*. 

25 

Example 720 

N' [3- (l'-{3- [2- (4-CHLOROPHEllYL) -5-METHYL-lflr-IlllDOL-*3- 
7L] PROPYL} -4 -PIPERXDINYL) PHENYL] -2-METHYLPROPAMAHXDE: 

Prepared by Procedure E and Scheme M using W-f3-{l-[5- 
30 {4-chlorophenyl) -S-oxopentyl] -4-piperidinyl}phenyl) -2- 

me t hylpropanamide and 4 -met hylpheny Ihydraz ine 

hydrochloride: ESMS xn/e: 528.2 (M + H)*. 
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Sxample 721 

JRT- [3- (l-{3- [2- (4-CHI,OROPHENni) -l-PHKOTL-lH-IiaDOL-S- 
YL] PR0PYIa}*4-PZFERIBIim:>) PHENYL] -2-*METHniPR0PAliMa:DE: 
Prepared by Procedure E and Scheme M using N-f3-{l-[5- 
5 (4-chlorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 

methylpropanamide and 1 , 1 -diphenylhydrazine 

hydrochloride: ESMS m/ei 590.2 (M + H)*. 

Exainple 722 

j^^ [3- (l-{3- [2- (3-CHL0R0PHEXm:i) .7-METHYIi-lH-IMDOL-3- 
YZi] PROPYL} -4 -PIPERIDZNYL) PHENYL] -2 -METHYLPROPANAMIDE : 

Prepared by Procediire E and Scheme M using Jf- f3-{l- [5- 
{3-chlorophenyl) -5-oxppentyl] - 4 -piperidinyl} phenyl) -2- 
methylpropanamide and 1- (2-methylphenyl) hydrazine 
hydrochloride: ESMS m/ei 528.1 (M + H)*. 

Exasiple 723 

[3- (l-{3- [2- (3-CHLOROPHENYL) -5- (TRIFLtJOROMBTHOXY) -IH- 
IND0L-3-YL] PR0PYL}-4-PIPERIDINYL) PHENYL] -2- 
METHYLPROPANAMXDE : 

Prepared by Procedure E and Scheme M using N-f3-{l-[5- 
(3-chlorophenyl) -S-oxopentyl] - 4 -piperidinyl} phenyl) -2- 
me t hylpropanami de and 4 - 

( tr if luoromethoxy ) phenylhydrazine hydrochloride : ESMS 
zn/e: 598.2 (M + H)"".- 

Exasrple 724 

[3- (l-{3- [2- (3-CHLOROPHENYL) - 1 -METHYL -IH-INDOL- 3- 
YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE : 

30 Prepared by Procedure E and Scheme M using N-f3-{l-[5- 
{3-chlorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 1 -methyl - 1 -phenylhydrazine : ESMS 
jn/e: 528.2 (M + H)*. 
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Bxample 725 

J^- [3-(l-{3- [2- (3-aniOROPHENYL) -l-PHBNYL-lF-INDOL-3- 
YL] PR0PYIi}-4-PIPERIDINYL) PHENYL] -2-METOYLPROPANaMIDE5 

5 Prepared by Procedure E and Scheme M using N-f3-{l-[5-- 
(3-chlorophenyl) -5-oxopentyll -4~piperidinyl}phenyl) -2- 
methylpropanamide and 1, 1-diphenylhydrazine 

hydrochloride: ESMS in/e: 590.3 (M + H)*- 

10 ' Example 726 

JRT- [3- (l-{3- [2- (B-CHLOROPHEim.) -5-METHOXy-lH-IED0D-3- 
YIi] PROPYL} -4 -PIPERIDINYL) PHENYL] -2-METHYLPROPANAMIDB: 

Prepared by Procedure B and Scheme M using N-^ (3-{l- [5- 
(3-chlorophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 
15 methylpropanamide and 4-methoxyphenylhydrazine 

hydrochloride: ESMS m/e: 544.3 {M + H)*. 

Example 727 

[3- (l-{3- [2- (3-CHLOROPHENYL) -5-METHYL-1H-INDOL-3 - 
20 YLl PROPYL} - 4 -PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : 

Prepared by Procedure E and Scheme M using (3-{l- [S- 
(3-chlorophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 
methylpropanamide and 4-methylphenylhydrazine 

hydrochloride: ESMS m/ei 528.2 (M + H)". 

25 

Exas^le 728 

N- [3- (l-{3- [2- (3-CHLOROPHENYL) -IH-BENZO [G] INDOL-3- 
YL] PR0PYL}-4-PIPERiniNYL) PHENYLl -2 -METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using N-f3-{l-t5- 
30 (3-chlorophenyl) '-5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 

methylpropanamide and 1-naphthylhydrazine hydrochloride: 
ESMS m/et 564.2 (M + H)*. 
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Bacasiple 729 

N' [3- (l-{3- [2- (3-CHIiOROPHBNYL) -lH-INDOL-3-YIi] PROPYI.}-4- 
PIPERZDINYL) PHENYL] -2-METHYLPROPAlilAMIDE: 
Prepared by Procedure E and Scheme M using J\^- f3-{l- [5- 
5 ( 3 - chlorophenyl ) - 5 - oxopentyl ] - 4 -piper idinyl } phenyl ) - 2 - 

raethylpropanamide and phenylhydrazine : ESNS m/e: 514.2 
(M + H)*. 

Example 730 

10 HT- [3-(l-{3- [2- (2-CHI.OROPHEMyL) -1H-INDOL-3-TI.1 PROPYL} -4- 

PIPERIDINYL) PHENYL] -2-METHYLPROPAMAMIDEs 

Prepared by Procedure E and Scheme M using ^-f3-{l-[5- 
(2- chlorophenyl) -5-oxopentyl] -4 -piper idinyl} phenyl) -2- 
methylpropanamide and phenylhydrazine: ESMS m/e: 514.2 
15 (M + H)*. 

Exan^le 731 

i^- [3- (l-{3- [2- (2 -CHLOROPHENYL) -5- (TRIFLUOROMETHOXY) -IH- 
IND0L-3-YL1 PROPYL}- 4 -PIPERIDINYL) PHENYL] -2- 
20 , METHYLPROPANAMIDE : Prepared by Procedure E aind Scheme M 
using ' N~ f3- {l- [5- (2-chl or ©phenyl) -5-oxopentyl] -4- 

piperidinyl}phenyl) -2- methylpropanamide and 4- 
( t rif luoromethoxy ) phenylhydrazine hydrochloride : ESMS 
m/e: 598.2 (M + H)*. 

25 

Exainple 732 

[3- (l-{3- [2- (2 -CHLOROPHENYL) -IH-BENZO [ff] INDOL-3- 
YL] PROPYL} -4 -PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE s . 
Prepared by Procedure E and Scheme M using N-f3-{l-[5- 
30 (2 -chlorophenyl) -5-oxopentyl] - 4 -piperidinyl) phenyl) -2- 

methylpropanamide and 1-naphthylhydrazine hydrochloride: 
ESMS m/e: 564.2 (M + H)*, 
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Exansple 733 . 

IflT- £3- (l-{3- [2- {2-CHI.OROPHBNyi.) -7-MKTH3n:.-iH- 3^ 

YIi] propyl} -4 -FIPERIDINYL) PHENYL] -2-UETHYLPROPAKAMIDE: 

Prepared by Procedure E and Scheme M using lf-f3-{l-[5- 
5 (2-chlorophenyl) -S-oxopentyl] - 4 -piperidinyl} phenyl) -2- 

methylpropanaraide and 1 - (2 -methylphenyl ) hydrazine 
hydrochloride: ESMS xn/e: 528.2 (M + H)*. 

Exanqple 734 

10 N- [3- (l-{3- [2- (2-CHLOROPHENYL) -1 -PHENYL- IH-XNDOL -3- 

YL] PROPYL} "4 -PXPERIDINYL} PHENYL] -2-HETHYLPROPANAUIDE: 

Prepared by Procedure E and Scheme M using IJ-f3-{l-t5- 
(2-chlorqphenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 
methylpropanamide and 1 , 1 -diphenylhydrazine 

15 hydrochloride: ESMS m/e: 590.2 (M + H)*. 

Exanxple 735 

N- [3- (l-{3- [2- (2-CHLOROPHENYL) - 1 -METHYL -IH-INDOL- 3- 
YL] PROPYL} -4 -PIPERXDINYL) PHENYL] -2-METHYLPROPANAMXDE: 

20 Prepared by Procedure E and Scheme M using N'-f3-{l-[5- 
{2-chlorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 1 -methyl -1 -phenylhydrazine : ESMS 
m/ei 528.2 (M + H)*. 

25 Exaii5>le 736 

N' [3- (l-{3- [2- {2-CHLOROPHENYL) -S-METHYL-IH-INDOL-S - 
YLl PROPYL} -4 -PIPERIDINYL) PHENYL] -2-METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using J^-r3-{l-[5- 
(2-chlorophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
30 methylpropanamide and 4-methylphenylhydrazine 

hydrochloride: ESMS m/e: 528.2 (M + H)*. 



Exa2iq[>l6 737 
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lar- [3- (l-{3- [2- (3- IODOPHENYL)-lff-339DOL-3- 
YL] propyl} -4 -PXPERIDINYL) PHENYL] -2-METHYLPROPAKAMIDS: 

Prepared by Procedure E and Scheme M using Jff-r3-{l-[5- 
(3-iodophenyl) -5-oxopentyl] -4-piperidinyl}ph(enyl) -2- 
5 methylpropanamide and phenylhydrazine: ESMS m/e: 606.2 
(M + H)*. 

ExaxnpXe 738 

If- [3-(i-{3- [2- (3-IODOPHENYL} - 1 -METHYL- Iff- INDOL- 3- 
10 YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using N-f3-{l-[5- 
(3-iodophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
me thylpropanaraide and 1 -methyl - 1 -phenylhydrazine : ESMS 
m/e: 620.2 (M + H)*. 

15 

Example 739 

[3- (l-{3- [2- (3-IODOPHENYL) -l-PHENYL-lH-INDOL-3- 
YLl PROPYL} - 4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE : 

Prepared by Procedure E and Scheme M using N-f3-{l-[5- 
20 (3-iodophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 

methylpropanamide and 1, 1-diphenylhydrazine 

hydrochloride: ESMS m/e: 682.2 (M + H)"^. 

Example 740 

25 N- [3- (l-{3- [2- (3-IODOPHENYL) -IH-BENZO [G] INDOL-3- 

YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE : 

Prepared by Procedure E and Scheme M using l^-f3-{l-[5- 
(3-iodophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and l-naphthylhydrazine hydrochloride: 
30 ESMS m/e: 656.2 (M + H)^. 

Example 741 
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If- [3- (l-{3- [2- (3- lODOPHKNYL) -5- 

(TRIFLUOROMBTHOXY) -lH-IND0i:i-3-YL] PR0PYIi}-4- 
PIPERIDIimi) PHENYL] -a-METHTLPROPANAKEDE: 

Prepared by Procedure E and Scheme M usinjg l/-f3-{l-[5- 
5 (3-iodophenyl) -5-oxopentyl] - 4 -piper idinyl} phenyl) -2- 

methylpropanamide and 4- 

{ t rif luoromethoxy ) phenylhydraz ine hydrochloride : ESMS 
m/e: 690.2 (M + H) + . 



10 Example 742 

[3- (l-{3- [2- (3-IODOPHENYL) -5-METHYIi-lH-IllDOL-3- 
YIi] propyl} -4 -PIPERIDINYL} PHENYL] -2 -METHYLPROPANAMIDE: 

Prepared by Procedure B and Scheme M using N-(3-[l-[5- 
(3-iodophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
15 methylpropanamide and 4-methylphenylhydrazine 

hydrochloride: ESMS m/e: 620.2 (M + H)*- 

Exanple 743 

N' [3- (l-{3- [2- (3-IODOPHENYL) -7-METHYL-1H-INDOL-3 - 
20 YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using W-f3-{l-[5- 
{3-iodophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 
me thylpropanamide and 1 - ( 2 -methylphenyl ) hydraz ine 
hydrochloride: ESMS m/e: 620.2 (M + H)*. 

25 

Example 744 

JP/- [3- (l-{3- [2- (4-I0D0PHEN[YL) -5- (TRIPLUOROMETHOXY) -IH- 
IND0L-3-YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2- . 
METHYLPROPANAMIDE : 

30 Prepared by Procedure E and Scheme M using N-f3-{l-[5- 
(4-iodophenyl) - 5-oxopentyl] -4 -piper idinyl} phenyl) -2- 
methylpropanamide said 4- 
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(trifluoroinethoxy)phenylhydrazine hydrochloride: ESMS 
in/e: 690-1 (M + H)*. 

Example. 745 

5 13- (l-{3- [2- {4-lODOPHENyr.) -5 -METHYL- lH-INDOL-3- 

YIi] propyl} -4 -PIPERIDINYL) PHENYL] -2-METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using 2^-^J-{l-t5- 
(4-iodophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
tnethylpropanamide and 4 -methylphenylhydrazine 

10 hydrochloride: ESMS m/e: 620.1 (M + H)*- 



Example 746 

jgr- [3- (l-{3- [2- (4-IODOPHENYL) -7-MBTHYL-1H-IND0L-3- 
YL] PROPYL} -4 -PIPERXDINYL) PHENYL] - 2 -HETBYLPROPANAHIDE : 

15 Prepared by Procedure E and Scheme M using 17-f3-{l-[5- 
(4-iodophenyl) -5-oxopentyll -4-piperidinyl}pheuyl) -2- 
methylprbpanamide and 1 - { 2 -methylphenyl ) hydrazine 
hydrochloride: ESMS m/ei 620.1 (M + H)*. 

Example 747 

[3- (l-{3- [2- {4-IODOPHENYL) - 1 -PHENYL- IH-INDOL- 3- 
YL] propyl} -4-PIPERIDXNYL) PHENYL] -2-METHYLPROPANAMXDE: 

Prepared by Procedure E and Scheme M using N-P-{l-[5- 
(4-iodophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 1,1- diphenylhydrazine 

hydrochloride: ESMS m/ei 682.1 (M + H)*. 

Exaaqple 748 

JRT- [3- (l-{3- [2- (4-IODOPHENYL) -l-METHYL-lH-INDOL-3- 
30 YL] propyl}- 4 -FIPERIBINYL) PHENYL] -2-METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using N-f3-{l-[5- 
(4-iodophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 



20 



25 
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methylpropanamide and 1- methyl -1-phenylhydrazine: 
ESMS in/e: 620.1 (M + H)*. 

Exaii^>l6 749 

5 N' [3- (l-{3- [2- (4-XODOPHEim:.) -Lff-BEaiZO [Gl INDOL-3- 

YL] PROPYL}-4-PXPERZDINyZ.} PHENYL] -2-2SETHyLPROPAKAMXDE: 
Prepared by Procedure E cuid Scheme M using J/-f3-{l-[5- 
(4-iodophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 
methylpropanamlde and 1-naphthylhydrazine hydrochloride: 
10 ESMS m/ei 656.1 (M + H)*. 

Example 750 

[3- (l-{3- [2- (4-IODOPHENYL) -1H-IND6l-3«-YL] PROPyL}-4- 
PZPERXDINYZi) PHENYIi] -2 -METHYLPROPANAMIDE: 

15 Prepared by Procedure E and Scheme M using N-f3~{l-[5- 
(4-iodophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamlde and phenylhydrazine: ESMS m/e: 606.1 
' (M + H)*. 

20 Exainple 751 

N" [3- (l-{3- [2- (3-BROMOPHENYL) -5- (TRIFLUOROMETHOXY) -IH- 
INDOL-3-YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2- 
METHYLPROPANAMIDE: Prepared by Procedure E and Scheme M 
using N- f3- {l- [5- (3-bromophenyl) -5-oxopentyl] -4- 

25 piperidinyl} phenyl) -2 -methylpropanamide and 4- 

( t r if luorome thoxy ) phenylhydrazine hydrochloride : ESMS 
m/e: 642.0 (M + H)*. 

Example 752 

30 W- [3- {l-{3- [2- (4-BROMOPHENYL) -IH-BENZO [<?] INDOL-3- 

YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using J^-f3-{l-[5- 
{4-bromophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 
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methylpropanamide and 1- naphthylhydrazine 
hydrochloride: ESMS m/e: 608.0 (M + H)*. 

Example 753 

5 N' [3- (l-{3- [2- (4-BROMOPHENyi.) -T-METHYL-IH-IMDOL-S- 

YIi] propyl} - 4 -PIPERIDIMYL) PHEKYL] -2 -UETHn.FROPAKAMIDE : 

Prepared by Procedure B and Scheme M using i^-f3-{l-[5- 
(4-broiaophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 1 - ( 2 --methylphenyl ) hydraz ine 
10 hydrochloride: ESMS m/e: 572 (M + H)*. 

Exan^le 754 

J/- [3- (l-{3- [2- {4-BROMOPHEirei.) -5- (TRIPLtJOROMETHOXy) -Iff- 
IKDOL-3-YIt] PR0PYL}-4-PIPERIDIKra.) PHENYL] -2- 
15 METHYLPROPANAMIDE: Prepared by Procedure E and Scheme M 
using f3- {l- [5- (4-broinophenyl) -5-oxopentyl] -4- 

piper idinyl }phenyl ) - 2 -methylpropanamide and 4 - 

( trif luoromethoxy) phenylhydrazine hydrochloride : ESMS 
m/e: 642 (M + H)*. 

20 . 

Example 755 

//-[3-(l-{3--t2- (B-BROMOPHENYL) -IH-BENZO [G] INDOL-3- 
YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using jPf- f3-{l- [5- 
25 (3-bromophenyl) ~5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 

methylpropanamide and 1 -naphthylhydrazine hydrochloride: 
ESMS m/e: 608.0 (M + H)*. 

Exan^le 756 

30 [3^ {l-{3- [2- (4-BROMOPHENYL) -lH-INDOL-3-YLl PROPYL} -4- 

PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
Procedure B and Scheme M using ^3-{l- [5- (4- 

bromophenyl) -5-oxopentyl] - 4 -p iper idinyl }phenyl) -2- 



wo 03/004027 



PCTAJS02/210d3 



"439 

methylpropanamide and phenylhydrazine : ESMS ' m/e: 

558.1 (M + H)*. 

Example 757 

5 [3- (l-{3- [2- (3-BR0WK>PHENYL) -l-PHEinn:i-lH-IND0I.-3- 

YL] PROPYL} 4 '-PIPERIDINni)PHEN7L] -2-METHYLPROPAIIAMIDE: 

Prepared by Procedure E .and Scheme M using ^-^3-{J.-[5- 
(3-bromophenyl) -5-oxopentyll - 4 -piperidinyl} phenyl) -2- 
methylpropanamide and 1 , 1-diphenylhydrazine 

10 hydrochloride: ESMS m/e: 634.0 (M -i- H)*. 

]S3ca]!^>le 758 

[3- (l-{3- [2- (3-BROMOPHENyL) - 1 -METHYL- Iff- INDOL- 3- 
YL] PROPYL} -4-PIPERlDINYL) PHENYL] -2 -METHYLPROPANAMIDE: 

15 Prepared by Procedure E and Scheme M using N-r3-{l-[5- 

(3-bromophenyl) -5-oxopentyl] -4 -piperidinyl} phenyl) -2- 
rae thylpropsinamide and 1 -methyl - 1 -phenylhydrazine : ESMS 
m/e: 572.0 (M + H)*. 

20 EXcOEiple 759 

N- [3- (l-{3- [2- (4-BROMOPHENYL) - 1 -METHYL- IH-INDOL- 3- 
YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using f3-{l- [5- 
(4-bromophenyl) - 5-oxopentyl] -4 -piperidinyl }phenyl) -2- 
25 methylpropanamide and 1 -methyl -1 -phenylhydrazine: ESMS 
m/e: 572.0 (M + H)*. 

. Example 760 

N- [3- (l-{3- [2- (4-BROMOPHENYL} -l-PHENYL-lH-INDOL-3- 
30 YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using J7-f3-{l-[5- 
{4-bromophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
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raethylpTOpanamide and 1#1- . diphenylhydrazine 
hydrochloride: ESMS m/ei 634.0 (M + H)*. 

Exaxnple 761 

5 N- [3- (l-{3- [2- (4-BROMOPHENYL) -5-METHOXY-1H-INDOL-3- 

YL] PROPYIi} -4 -PIPERIDZHYL) PHENYL] -2 -METHYIiPROPANAHXDB : 

Prepared by Procedure E auad Scheme M using J?-f3-{l-[5- 
(4-bromophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 
methylpropanamide and 4-metho3qT3henylhydrazine 

10 hydrochloride: ESMS m/ei 588.1 (M + H)*. 

Exanqple 762 

N« [3^ (l-{3-* [2-(3-BROMDPHEMYi:i) -7-METHYi:i-lH-INDOL-3- 
YL] PR0£>YZi}-4-PIPERIDINYL) PHENYL] -2-METHYLPROPiasaMlDE: 

15 Prepared by Procedure E and Scheme M using N-(3-{l-[S- 
(3-bromophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) ~2- 
methylpropanamide and 1- ( 2 -me thylphenyl) hydrazine 
hydrochloride: ESMS m/ei SI 2 (M + H)*. 

20 Exas^le 763 

N" [3- {l-{3- [2- (3-BROMOPHENYL) -5-METHYL-1H-INDOL-3 - 
YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using W-f3-{l-[5- 
( 3-bromophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 
25 methylpropanamide and 4-methylphenylhydrazine 

hydrochloride: ESMS m/e: 572 (M + H)*. 

Exaunple 764 

N- [3- (l-{3- [2- (4-BROMOPHENYL) -5-METHYL-lH-IWrDOL-3- 
30 YL] PR0PYL}-4-PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using jW- f3-{l- [5- 
(4-bromophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
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methylpropanamide and 4- methylphenylhydrazine 
hydrochloride: ESMS m/e: 572.0 (M + H)*. 

Example 765 

5 [3- (l-{3- [2- (3-BROUOFHENYL) -5-METE02Y-lH-ljND0L-3- 

VLI PROPYI.} -4 -PXPERXDINYI.) PHENYL] -2 -METHYLPROPANAMIDE : 

Prepared by Procedure E and Scheme M using N~(3-{l'[S- 
(3-bromophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 4-methoxyphenylhydrazine 

10 hydrochloride: ESMS m/e: 588.0 (M + H)*. 

Exanqple 766 

2-HETHYL-if- [3- (l-{3- [2- (3-NITROPHENYL) -lH-INDOL-3- 
YL] PR0PYL}-4-PIPERZDINYL) PHENYL] PROPANJUODB: 

15 Prepared by Procedure E and Scheme M using 2 -methyl -W- 
f3-{l- [5- {3-nitrophenyl) -5-oxopentyl] -4- 

p iper idinyl } phenyl ) propanamide and phenylhydraz ine : ESMS 
m/e: 525.2 (M + H)*. 

20 Example 767 

2-METHYL-N- [3- (l-{3- [2- (3-NITROPHENYL) -IK-BENZO [G] INDOL- 
3 -YL] PROPYL} -4 -PIPERIDINYL) PHENYL] PROPANAMIDE : 

Prepared by Procedure E and Scheme M using 2 -methyl -N- 
^3-{l- [S- (3-nitrophenyl) -5~oxopentyl] -4- 
25 piperidinyl }phenyl ) propanamide and 1 -naphthylhydrazine 

hydrochloride: ESMS m/e: 575.1 (M + H)*. 

Example 768 

2-METHYL-/^- [3- (l-{3- [2- (3-NITROPHENYL) -5- 
30 (TRIFLUOROMETHOXY) -1H-IND0L-3-YL] PROPYL} -4 - 

PIPERIDINYL) PHENYL] PROPANAMIDE: Prepared by Procedure E 
and Scheme M using 2 -methyl -iV^- (3- {l- [5- (3-nitrophenyl) - 
5-oxopentyl] -4 -piperidinyl }phenyl) propanamide and 4- 
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( trif luoromethoxy) phenylhydrazine hydrochloride : ESMS 
m/e: 609.1 (M + H)*. 

Exaiople 769 

5 2-MEOTYI.-N- [3- (l-{3- [5-METHYL-2- (3-NITROPHENYL) -IH- 

INDOL- 3 - YLI PROPYIi} -4 -PIPERIDINYL) PHENYL] PROPAXJAMIDE : 
Prepared by Procedure E and Scheme M using 2 -methyl -JT- 
(3-[l- [5- {3-nitrophenyl) -5-oxopentyl] -4- 

piperidinyl} phenyl )propanamide " and 4- 

10 methylphenylhydrazine hydrochloride: ESMS m/e: 539.2 (M 
+ H)*. 



Example 770 

N- [3- {l-{3- [5-METHOXY-2- (3-NITROPHENYL) -lH-INDOL-3- 
15 YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2-METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using 2 -methyl -Jff- 
f3-{l- [5- (3-nitrophenyl) -5-oxopentyl] -4- 

piperidinyl }phenyl) propanamide and 4- 

methoxyphenylhydrazine hydrochloride: ESMS m/e: 555.2 (M 
20 + H)*. 

Example 771 

2-METHYL-Jf- [3- (l-{3- [2- {3-NITROPHENYL) -1-PHBNYL-lH- 
IND0L-3-YL] propyl} -4 -PIPERIDINYL) PHENYL] PROPANAMIDE: 

25 Prepared by Procedure E and Scheme M using 2-methyl-Jr- 
f3-{l- [5- (3-nitrophenyl) -5-oxopentyl] -4- 

piperidinyl }phenyl) propanamide and 1, 1-diphenylhydrazine 
hydrochloride: ESMS m/e: 601.1 (M + H)*. 

30 Example 772 

2-MKTHYL-N- [3- {l-{3- [l-METHYL-2- (3-NITROPHENYL) -IH- 
INDOL- 3 -YL] PROPYL} -4 -PIPERIDINYL) PHENYL] PROPANAMIDE : 

Prepared by Procedure E and Scheme M using 2 -methyl -W^- 
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O'il" [5- (3-nitrophenyl) - 5-oxopentyl] -4- 

piperidinyl } phenyl) propanamide and l-methyl- 1- 

phenylhydrazine : ESMS m/e: 539-2 (M + H)*. 

5 Example 773 

2-METHyL-Jf- [3- {l-{3- [7-METHYL-2- (3-NITROPHENYL) -Iff- 
INDOL-S-YL] FR0PYL}-4-PIPERIDIN7L) PHENYL] PROPANAMIDEs 

Prepared by Procedure E and Scheme M using 2 -methyl-^- 
^3-{l" [5- (3-nitrophenyl) -5-oxopentyll -4- 
10 piperidinyl}phenyl) propanamide and 1- (2- 

methylphenyl) hydrazine hydrochloride: ESMS m/e: 539.2 (M 
+ H)\ 

Exan^le 774 

15 K- [3-(l-{3- [5-UETHOXY-2- (4-NXTROPHENn.) -lH-INDOL-3- 

YL] PROPYL} -4 -PXPERIDXNYL) PHENYL] -2-HETHYLPROPAN^DE: 

Prepared by Procedure E and Scheme M using 2-methyl-^- 
r3-{l- [5- {4-nitrophenyl) -5-oxopentyl]-4- 

piperidinyl }phenyl ) propanamide and 4 - 

20 methoxyphenylhydrazine hydrochloride: ESMS m/e: 555.6 (M 
+ K)\ 

Example 775 

N- [3- (l-{3- [2- (2-BROMOPHENYL) -lH-INDOL-3 -YL] PR0PYL}-4- 
25 PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 

Procedure E and Scheme M using l^-^3-{l'-[5-(2~ 
bromophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and phenylhydrazine: ESMS m/e: 557.9 
(M + H)*. 

30 

Example 776 

2-METHYL-N- [3- {l-{3- [5-METHYL-2- (4-NITROPHENYL) -IH- 
INDOL-S-YL] PROPYL} -4 -PIPERXDZNYL) PHENYL] PROPANAMIDE: 
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PrepEired by Procedure E and Scheme M using 2- 
methyl-JKT- f3- {l- [5- (4-nitrophenyl) ^5-oxopentyl] -4- 
piperidinyl}phenyl)prapanamide and 4- 

methylphenylhydrazine hydrochloride: BSMS m/ei 539.1 (M 
5 + H)*. 

Sxanple 777 

2-METHYL-N- [3- (l--{3- [2- (4-1IIITR0PHEN7L) -IH-BENZO [6] XNDOL- 
3 - YIi] PROPYL} -4 -PXPERIDnnrL) PHENTL] PROPANAMIDE: Prepared 
10 by Procedure E and Scheme M using 2-methyl-N- f3-{l- [5- 
(4-nitrophenyl) -5-oxopentyl] -4- 

piperidinyl} phenyl )propanamide and 1-naphthylhydrazine 
hydrochloride: ESMS in/e: 574.7 (M + H)*. 

15 Exas^le 778 

2-METHyi.-N^(3-{l- [ (5E) -5- (4-NITROPHENYIi) -5- 
(PHENYIiHYDRAZONO) PENTYL] -4- 
PZPERXDXNYL}PHENYL} PROPANAMXDE : 

Prepared by Procedure E and Scheme AX using 2 -methyl -1/- 
20 . f3~{l- [5- (4-nitrophenyl) -5-oxopentyl] -4- 

piper idinyl } phenyl ) propanamide and phenylhydrazine : ESMS 
m/e: 542.4 (M + H)*. 

Example 779 

25 2-METHyL-N- [3- (l-{3- [7-METHYL-2> (4-NITROPHEira.) -IH- 

IND0L-3-YL] PROPYL} -4 -PIPERIDINYIi) PHENYL] PROPANAMIDE: 

Prepared by Procedure E and Scheme M using 2 -methyl 
* C3-{l- [5- (4-nitrophenyl) -5-oxopentyl] -4- 
piper idinyl } phenyl ) propanamide and 1 - ( 2 - 

30 methylphenyl) hydrazine hydrochloride: ESMS m/e: 538.8 (M 
+ H)*. 

Example 780 
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2-METHYL-N-{3-[l-{(5B)-5- (i-OTITROPHHH^ 
(TRIFLUOROMETHOXr) PBBNin:i] Hin)iUk20N0}PEN^^ 
PIPERXDIN3n:ilPHEN7L}PROPAIIAMIDBs Prepared by Procedure E 
and Scheme M using r3-{l- [5- (4-nitrophenyl) - 

5 5-oxopeutyll -4-piperidinyl}phenyl)propanamide and 4- 
( trif luoromethojqr) phenylhydrazine hydrochloride : ESMS 
m/e: 626.2 (M + H)*. 

Example 781 

10 N- [3- (l-{3- [2- (2-BROMOPHENYIa) -IH-BENZO [G] IRDOL-3- 

YL] PROPYL} -4 -PIPERIDINYIi) PHENYL] -2-METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using N-^3~{l-l5" 
(2-broniophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 1-naphthylhydrazine hydrochloride: 
15 ESMS m/e: 608.0 (M + H)*. 

Example 782 

N- [3- (l-{3- [2- (2-BROMOPHENYL) -5- (TRIFLUOROMETHOXY) -IH- 
IOT0L-3-YL1 PR0PYL}-4-PIPERIDINYL) PHENYL] -2- 
20 METHYLPROPANAMIDE : Prepared by Procedure E and Scheme M 

using N- f3- {l- [5- (2-bromophenyl) -5-oxopentyl] -4- 

piperidinyl}phenyl) -2-methylpropanamide and . 4- 

( trif luoromethoxy) phenylhydrazine hydrochloride : ESMS 
m/e: 641,9 (M + H)*. 

25 

Exainple 783 

N- [3- (l-{3- [2- (2-BROMOPHENYL) -7-METHYL-1H-INDOL-3- 
YLJ PR0PYL}-4-PIPERIDINYL) PHENYL] -2-METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using N~C3-{l-[5- 
30 (2-bromophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 

rae thylpropanamide and 1- ( 2 -methylphenyl ) hydrazine 
hydrochloride: ESMS m/e: 572.0 (M + H)*. 
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Eacanqple 784 

N- [3- (l-{3- [2- (2-BROMOPHBaiYL) - 1 -PHENYL- IH-IMDOL- 3- 
Yli] PR0PYIi}-4-*PIPERIDIliYL) PHENYL] ~2--METHYLPR0PANAMIDE: 
Prepared by Procedure E and Scheme M using N-f3-{l-t5- 
5 (2-broinophenyl) -5-oxopentyll -4-piperidinyl}plienyl) -2- 

methylpropancunide and 1 , 1 -diphenylhydrazine 

hydrochloride: ESMS m/e: 634 (M + H)*. 

Exaniple 785 

10 N- [3- (l-{3- [2- (2-BROMOPHENYL) -5-METHYL-1H-INDOL-3- 

YL] propyl}- 4 -PZPERIDINYL) PHENYL] -2-HETHYLPROPANAUIDE: 

Prepared by Procedure E and Scheme M using N-r3-{l-[5- 
(2-bromophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 4-methylphenylhydrazine 

15 hydrochloride: ESMS m/e: 572.0 (M + H)*. 

Bxasiple 786 

N- [3- {l-{3- [2- (2-I0D6PHENyL) -5- (TRIFLUOROMETHOXY) -IH- 
IND0L-3-YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2- 
2 0 METHYLPROPANAHXDE : 

Prepared by Procedure E and Scheme M using .W- f3-{l- [5- 
(2-iodophenyl) -5-oxopentylJ -4 -piper idinyl} phenyl) -2- 
methylpropanaraide and 4- 

( t rif luoromethoxy ) phenylhydrazine hydrochloride : ESMS 
25 m/e: 690.0 (M + H)*- 

Example 787 

N- [3- (l-{3- [2- (2-IODOPHENYL) -5-METHYL-1H-INDOL-3 - 
YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE s 

30 Prepared by Procedure E and Scheme M using N-f3-{l-[5- 

(2-iodophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
me thylpropanaraide and 4 -met hylphenylhydrazine 

hydrochloride: ESMS m/e: 620,2 (M + H)*. 
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Example 788 

2-METHrL-N- [3- (l-{3- [l-METHXIi-2- (4-lsriTROPHEKnn:i> -IH- 
IND0L-3-YI.] PROPYL} -4 -PIPERXDINYI.) PHENYIi] PROPANAMXDE: 

5 Prepared by Procedure E eUid Scheme M using 2-methyl-N- 
(3-{l- [5- (4-nitrophenyi) -5-oxopentyll -4- 
p iper idinyl } phenyl ) propanamide and 1 -methyl - 1 - 

phenylhydrazine : ESMS m/e: 539.6 (M + H)*. 

10 Example 789 

2-METHrL-N- [3- (l-{3- [2- (4-NITROPHENYL) -1-PHEimi-lH- 
X11D0L-3-YI.] PROPYL} -4 -PXPERIDXNn.) PHENYL] PROPASIAMIDE : 
Prepared by Procedure E and Scheme M using 2 -methyl 
f3-{l- [5- {4-nitrophenyl) -5-oxopentyl] -4- 

15 piperidinyl) phenyl) propanamide and 1, 1-diphenylhydrazine 
hydrochloride: ESMS m/e: 601.6 (M + H)*. 

Exanqple 790 

N-[3-(l-{3-[2-(2 - lODOPHENYL) - IH- INDOL - 3 - YLl PROPYL} - 4 - 
20 PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE : 

Prepared by Procedure E and Scheme M using N-f3-{l-[5- 
(2-iodophenyl) --S-oxopentyl] -4-piperidinyl}phenyl) -2- 

methylpropanaraide and phenylhydrazine: ESMS m/e: 606.1 
(M + H)^ 

25 

Bxan^le 791 

N- [3- (l-{3- [2- (2-I0ZX>PHENYL) -IH-BENZO [6] INDOL-3- 

YL] propyl} -4 -PXPERIDZNYL) PHENYL] -2-METHYLPROPANAMIDE: 

Prepared by Procedure E and Scheme M using JV-^3-{l-[5- 
30 (2-iodophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 

methylpropanamide and 1-naphthylhydrazine hydrochloride: 
ESMS m/e-. 656.1 (M + H)*. 
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Example 792 

N- [3- (l-{3- [2- (2-IODOPHElinn:.) -l-PHEim.-lH-INDOL.3- 
YL]PR0PYL}-4-PIPSRXDIim:i) PHENYL] -2-M&THniPR0PANAMXDE: 

Prepared by Procedure E and Scheme M using ^-f3-{l-[5- 
5 (2-iodophenyl) -5-oxopentyll - 4 -piper idinyl} phenyl) -2- 

methylpropanamide and 1, 1-diphenylhydrazine 

hydrochloride: ESMS m/e: 682.1 (M + H)*- 

Example 793 

10 N- [3- (l-{3- [2- (2-X0IX)PHENYL) -7-METHyL-lH-lNDOL-3- 

YL] propyl} -4 -PIPBRIDINYL) PBENXL] -2 -METHYLPROPANAMIDE : 

Prepared by Procedure E and Scheme M using W~f3-{l-[5- 
( 2-iodophenyl) -5-oxopentyl] -4-piperidinyl}phenyl) ^2- 
methylpropanamide and 1 - ( 2 -met hylphenyl ) hydrazine 
15 hydrochloride: ESMS m/e: 619.6 (M + H)*, 

Example 794 

[3- (l-{3- (2- (2-BROMOPHENYL) - 1 -METHYL -IH-INDOL- 3- 
YL] PROPYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE : 

20 Prepared by Procedure E and Scheme M using N-f3-{l-[5- 

{2-bromopheriyl) -5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide and 1 -methyl - 1 -phenylhydrazine : ESMS 
jn/e: 572 (M + H)*. 

25 Example 795 

4- (3r4-DIFLUOROPHENyL) -N-f3-{4- [3- 

(ISOBUTYRYLAMINO) PHENYL] -1-PIPERIDINYL} PROPYL) -2-METHYL- 
6 -0X0- 1 , 4 , 5 , 6 -TETRAHYDRO-3 -PYRZDXNECARBOXAMIDB : 

Prepared by Procedure AC and Scheme AM using 4-(3,4- 
30 dif luorophenyl) -2-methyl-6-oxo-1^4, 5, 6-tetrahydro-3- 

pyridinecarboxylic acid and N- { 3 - [1- (3 -aminopropyl ) -4 - 
piperidinyl] phenyl } - 2 -methylpropanamide : ESMS m/e : 

553.0 (M + H)*. 
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Exanqple 796 
4- (2,4-DIFL 

UOROPHENTL) -N- - {4-- [3 * (ISOBUTYRYLAMINO) PHENYIi] -1- 
PIPERIDIim«}PROPYL) -2-METHXT:i-6-OXO-1,4,5,6-TETOAHYDRO-3- 
5 PYRIDINECAX^OZAUIDB: Prepared by Procedure AC and 
Scheme AM using 4- (2/ 4-dif luorophenyl) -2-methyl-6-oxo- 
1,4,5,6- 1 et rahydro- 3 -pyr idinecarboxyl ic acid and If- { 3 - 
[1- (3-aTninopropyl) - 4 -piper idinyl] phenyl} -2- 
methylpropanamide : ESMS m/e: 553.0 (M + H)*. 

10 

Example 797 

N-f3-{l- [4- (4-METHOXYPHKNYL)BXrrYLl -4- 

PIPERIDINyL}PHEimi) -2--MKTHyLPR0PANAMIDBs Prepared by 
Procedure O and Scheme W using 4- {4-raethoxyphenyl) -1- 
15 butanol and 2-methyl-jPJ- [3- (4- 

piperidinyl)phenyl]propanamide: ESMS m/e: 409 (M + H)*. 

Example 798 

i^-r4-{l- [3- {l,2-DIPHENYI,-lH-INDOL-3-yL) PROPYL] -4- 
20 PIPERIDINYIi}PHENYIi)PR0PANAMIDE2 Prepared by Procedure O 

and Scheme W using 3- (1, 2-diphenyl-IH-indol-3-yl) -1- 
propanol and J/- [4- ( 4 -piper idinyl) phenyl] propanamide : 
ESMS m/e: 542.0 (M + H)*. 

25 Example 799 

17- {4- [1- (3,3-DIPHENyLPROPyi.) -4- 

PIPERIDINYLlPHENyii} PROPANAMIDE X Prepared by Procedure O 
and Scheme W using 3,3-diphenyl-l-propanol and 
W- [4 - {4 -piperidinyl ) phenyl] propanamide : ESMS m/e : 427.0 
30 (M + H)*. 

Example 800 



wo 03/004027 



PCT/DS02/21063 



450 

2-METHYL-JI^-f3-{l- [4- (4- NITROPHENYIi) BUnrii] -4- 

PIPERIDINYL}pHENYL) s Prepared by Procedure O and Scheme 
W using 4- (4-nitrophenyl) -1-butanol and 2-methyl-l»Jr- [3- 
{4-piperidlnyl>phenyllpropanamide: ESMS m/e: 424.2 (M + 
5 H)^ 

Example 801 

2-METHYL-jr-f3-{l- [2- (l-NaPHTHYL) ETHYI-l -4- 
PIPERIDIN7Ii}PHENni) PROPAKAHIDE Prepared by Procedure O 
10 and Scheme W using 2- (l-naphthyl)ethanol and 2-methyl-N- 
[3-{4-piperidinyl)phenyllpropanamide: ESMS m/e: 401.2 (M 
+ H)*. 

Example 802 

15 N-{3- [1- (3;3-DIPHBNYLPROPYIt)-4-PIPERIDIirai]PHENYL}-2- 

METHYLPROPAKAMIDE: Prepared by Procedure O and Scheme W 
using 3, 3-diphenyl-l-propanol and 2-methyl-N- [3^ (4- 
piperidinyl) phenyl] propanamide: ESMS m/e: 441.2 (M + H)*. 

20 ExcLXi^le 803 

N'(3'{1' [3- (3,4-DIMETHOXyPHKNYL)PROPYL] -4- 

PIPERIDINYL} PHENYL) - 2 -METHYLPROPANAMIDE : Prepared by 
Procedure O and Scheme W using 3- (3,4-dimethoxyphenyl) - 

1- propanol and 2 -methyl [3- (4- 
25 piperidinyl) phenyl] propanamide: ESMS m/e: 425-2 (M + H)*, 

Exanqple 804 

2- METHyi.-J/-{3- [1- (3-PHENYI.PROPYL) -4- 

PXPERIDINYL] phenyl} PROPANi^DE: Prepared by Procedure O 
30 and Scheme W using 3-phenyl-l-propanol and 

2-methyl-17- [3- (4 -piperidinyl) phenyl] propanamide: ESMS 
m/e: 365.2 (M + H)*. 
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Exaaiple 805 

2-METHirL-2ir-f 3-{l- [3- (4-PYRlDINm)PR0PYLl -4- 
PIPERIDIJmi}PBEimi)PROPjaiAMII>Es Prepared by Procedure O 
and Scheme W using . 3- (4-pyridinyl) -1-propanol and 2- 
5 methyl -N- [3- (4-piperidinyl)phenyl]propananiide: ESMS m/e: 
366.2 (M + H)*. 

Eacasiple 806 

17. {3. [1- (4-ZERr-BUTYIiBENZirL) -4-PIPERIDINyL] PHE1I7L}-2- 
10 ISETHYIiPROPANAHIDE: Prepared by Procedure AJ and Scheme 
AV using l-bromomethyl) -4-tert-butylbenzene and 2- 
methyl-Z^- [3- (4-piperidinyl)phenyl]propanamide: ESMS m/e: 
393.0 (M + H)*. 

15 Example 807 

W-{3- [1- (4-BENZOYLBENZYL) -4-PIPERIDINYL] PHENYL}-2- 
HETHYliPROPAKAHXDE: Prepared by Procedure AJ and Scheme 
AV using [4- (bromomethyl) phenyl] (phenyl) methanone and 2- 
methyl -N- [3 - {4-piperidinyl ) phenyl] propanamide : ESMS m/e : 

20 441.0 (M + H)*. 

l,2-DICHLORO-4-{ [(IS) -3-CHIiORO-l- 

PHENYZiPROPyL]OXY} BENZENE: Prepared by Procedure A using 
3,4--dichlorophenol and (IR) -3-clxloro-l-phenyl-l- 

25 propanol. 



Exas^le 808 

' ;j!ir-r3-{l- [(3S) -3*(3,40ICHI■OROPHENOZ7)--3-PHENn•PROPYL]-4- 
PIPERIDZNYL}PHENYL}-'2-HETHYLPROPANAMIDE: Prepared by 
30 Procedure A using l,2-dichloro-4-{ [ (IS) -3-chloro-l- 
phenylpropyl] oxy}benzene and 2-methyl-i^- [3- (4- 
piperidinyl) phenyl] propanamide : ESMS m/e: 525.3 (M + H)*. 
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Example 809 

N-f3-{l- [6- (2-FLTOROPHENH.) -C-HCTROXYHEXm] -4- 
PIPERIDIN7L}PHENYL) -2-METHniPR0Pia«iMIDE s Prepared by 
5 Procedure L and Scheme AN using Jf- f3-{l- [6- (2- 
f luorophenyl) -6-oxohexyl] -4-piperidinyl }phenyl) -2- 
methylpropanamide : ESMS m/ei 441.3 (M + H)*. 

Example 810 

Hr- [3- (l-{5-HYDR02C3r-5- [4- (TRIPLUOROMETHyi.) PHENYL] PENTSTL}- 
4-PIPERXDIN7L) PHENYL] -2-NETH3nUPROPiU6Dll^ Prepared by 

Procedure L and Scheme AN using 2-inethyl-^- [3- (1- {5-oxo- 
5" [4- (trifluoromethyl) phenyl] pentyl} -4- 

piperidinyl) phenyl] propanamide: ESMS m/ei 477.2 (M + H)*. 
Example 811 

J^-r3-{l- [5- (4-FLXTOROPHENyL) -B-HYDROXYPENTYL] -4- 
PIPERIDINYL } PHENYL) -2 -MKTHYLPROPANAMIDE: Prepared by 

Procedure L and Scheme AN using f3- {l- [5- (4- 

f luorophenyl) -5-oxopentyl] -4 -piperidinyl }phenyl) -2- 
methylpropanamide : ESMS m/e: 427.2 (M + H)*. 

Example 812 

N-f3-{l- [7- (2-PLUOROPHENYL) -7-HYDROXYHEPTYL] -4- 
25 PIPERIDINYL}PHBNYL) -2-METHYLPROPANAMIDE: Prepared by 

Procedure L and Scheme AN us ing JW-f3-{l-[7-(2- 
f luorophenyl) -7-oxoheptyl] -4 -piperidinyl }phenyl) -2- 
methylpropanamide : ESMS m/e: 455.2 (M + H)*.- 

30 Example 813 

jpy-f 3-{l- [6- (3-PLUOROPHENYL) - 6 -HYDROXYHEXYL] -4- 
P1PERIDIMYL}PHENYL) - 2 -METHYLPROPANAHIOE : Prepared by 

Procedure L and Scheme AN us ing J^-f3-{l"[6-(3- 



10 



15 



20 



wo 03/004027 



PCT/US02/21063 



453 

f luorophenyl ) - 6 -oxohexyl] - 4 -piperidinyl }phenyl ) - 2 - 

methylpropanamide: ESMS m/e: 441.2 (M + H)*, 

Example814 

5 N'(3-{1- [5- (2-FIiXrOROPHEOTL) -S-HXDROXYPENTYL] -4- 

PIPERIDINYL}pheNYL) - 2 -METH7LPROPAN3kMIDE : Prepared by 
Procedure L and Scheme AN using JP^- f3-{l- [5- (2- 
f luorophenyl) -5-oxopentyl] - 4 -piperidinyl} phenyl) -2- 
methylpropanamide : ESMS m/e: 427.2 (M + H)*. 

10 

Example 815 

N'(3-{1- [5- O-FIiUOROPHENYL) -S-HYDROXYPENTYL] -4- 
PIPERIDXKYL}PHENYL)-2-METHYLPR0PiaaAUIDE: Prepared by 
Procedure L and Scheme AN using {l- [5- (3- 

15 fluorophenyl) -5-oxopentyl] -4 -piperidinyl} phenyl) -2- 

methylpropanamide: ESMS m/e: 427.2 (M + H)*. 

Example 816 

jW-f3-{l- [5- (3-CHL0ROPHENYL)-5-HyDROXypENTYL] -4- 
20 PIPERIDINZL}PHENYI.) -2 -METHYLPROPANAMIDE: Prepared by 

Procedure L and Scheme AN using ^3- {l- [5- (3- 
chlorophenyl) -5-oxopentyl] -4 -piperidinyl jphenyl) -2- ■ 
methylpropanamide: ESMS m/e: 443.1 (M + H)*. 

25 Example 817 

N-(3'{1' [6- (4 -FLUOROPHENYL) -6-HYDROXYHEXYL] -4- 
PIPERIDINYL}PHENYL) -2-MECTYLPROPANAMIDE: Prepared by 

Procedure L and Scheme AN using jNT- f3- {l- [6- (4- 
f luorophenyl) -6-oxohexyl] - 4 -piperidinyl }phenyl) -2- 

30 methylpropanamide: ESMS m/e: 441.2 (M + H)*. 



wo 03/004027 



PCT/US02/21063 



454 

Example 818 

N-(3-{l- [6- (4-CHLOROPHEKYL) -6-HXDROXYHErirL] -4- 
PIPERIDXljlYL}PHENyL) -2*METH3n[iPROPAlC^^ Prepared by 

Procedure L and Scheme AN using Jf- f3-{l- [6- (4- 
5 chlorophenyl) -6-oxohexyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide: ESMS m/e: 456.9 (M + H)*. 

Example 819 

N-r3-{l- [5- (4-CHI.OROPHENYL) -5-HYDROZYPEIimi] -4- 
10 PIPERIDINYL}PHEKni) -2-HETHniPROPANAMIDE: Prepared by 

Procedure L and Scheme AN vising 2^- f3-{l- [5- (4- 
chlorophenyl) ~5-oxopentyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide; BSMS m/e: 443.0 (M + H)*, 

15 Example 820 

^-r4-{l- [(9-ETHYL-9fl'-GARBAZOL-3-YL)METHyi.J -4- 
PIPERlDINYI.}PHKNyL)BUTANAMIDE: Prepared by Procedure F 
and Scheme without HOAc, using 9-ethyl-9H-carbazole- 
3-carbaldehyde and N- [4- (4- 

20 piperidinyl) phenyl] but anamide: ESMS m/e: 454.2 (M + H)*. 

Example 821 

N-f 3-{l- [ (9-ETHrL-9H-CARBAZOL-3-YL)MKTHYLl -4- 
PIPERIDXNYL}PHEN7Ii)PR0PANAMIDE: Prepared by Procedure F 
25 and Scheme R, without HOAc, using 9-ethyl-9H-carba2ole- 
3-Ccurbaldehyde and l^-[3-(4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 440.5 (M + H)*. 

Example 822 

30 jPr-f3-{l- t(lr9-DIMBTHYL-9ir-CARBAZOL-3-yL) METHYL! -4- 

PIPERJDXNYL}PHENYL)-2-METEYLPR0PANAMIDE: Prepared by 

Procedure F and Scheme R, without HOAc, using 1,9- 
dimethyl - 9H- carbazole - 3 - carbaldehyde and 2 -methyl -N- [3 - 
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piperidinyl) phenyl] propanamide: NMR (400 MHz, CDCI3) 5 
8.05-6.77 (m, lOH) , 5-20-5.12 (ra, IH) , 4,04 (s, 3H) , 
3.93 (s, 2H), 3.34-3.24 (m, 2H) , 2.79 (s, 3H) , 2,56-2.38 
(m, 2H), 2.38-2.26 (m, 2H) , 2.08-1.88 (m, 2H) , 1.82-1.70 
(m, 2H), 1.16 (d, 6K, J = 6.8 Hz); ESMS .in/e: 454.2 (M + 
H)^ 



Example 823 

10 ir-f3-{l- [(9-KTHyL-9H-CARBAZOL-3-rL)MKTHSIi] -4- 

PIPERIDll!lYn)PHENYL) CTCMPR0P2a»E(aKB0X^ Prepared by 

Procedure F and Scheme R, without HOAc, using 9-ethyl- 
9^- carbazole - 3 - carbaldehyde and J^- 1 3 - ( 4 - 

piperidinyl ) phenyl 1 cyclopropanecarboxamide : ESMS m/ e : 

15 452-6 (M + H)"-. 

Exaniple 824 _ 
1- (3-{l- [ (S-ETOYL- 9H-CARBAZiOL-3-YL) METHYL] -4- 
PIPERIDINYL}PHENYI.)-2-PYRROLIDINONE: Prepared by Scheme 

20 R and Procedure F. A solution of 1- (9-ethyl-9H- 
carbazol-3-yl)ethanone (22.3 mg, 0.100 mmol) and l-tS- 
(4-piperidinyl) phenyl] -2 -pyrrolidinone (27.2 mg, 0.100 
mmol) in 1, 2-dichloroethane (1,00 mL) was treated with 
sodium triacetoxyborohydride (63.6 mSg, 0.300 mmol) and 

25 HOAc (5.70 uL, 0.100 mmol). The mixture was stirred 
overnight at room temperature. The reaction mixture was 
treated with a saturated aqueous NaHCOa solution (10 mL) . 
The aqueous layer was extracted with CH2CI2 (3 X 10 mL) 
and the combined organic layers- were washed with brine 

30 (10 mL) , dried over MgS04 and concentrated in vacuo. The 

residue was purified by preparative TLC using 5% of NH3 
(2.0 M in methanol) in CH2CI2 to give the desired product 
1- (3-{l- [(9-ethyl-9H-carbazol-3-yl)methyl] -4- 
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piperidinyl }phenyl) «2- pyrrolidinone (4 . 60 mg, 

9.43 %) : NMR (400 MHz, CDCla) 5 8.04 . (d^ IH, J « 7.4 
Hz), 7.99 (s, IH), 7,43-7.28 (m, 5H) , 6.96 (d, IH, J « 
7.4 Hz), 4.31 (q, 2H,, J = 6.8 Hz), 3.77 (t, 2H, J = 7.3 
5 Hz), 3.70 {s, 2H), 3.06 (d, 2H, i7 = 10.6 Hz), 2.56-2.42 

(m, 3H) , 2.07 (m, 4H) , 1.77 (m, 4H) , 1.36 (m, 3H) ; 
ESMS m/e: 452.5 (M + H)*. 

jr-{3- [1- (Ur-HaDOIi-S-YiaiETHYIi) -4-PIPBRIDINYL] PHKNYL}-2- 
10 MKTHYLPROPAHAMIDE: Prepared by Procedure F and Scheme 
R, without HOAc, using lH-indole-5-carbaldehyde and 2- 
methy 1 - J/- [ 3 - ( 4 -piperidinyl ) phenyl] pr opanamide : ESMS m/e : 
376.2 (M + H)*. 

15 1- (4-CHI.OROBUTYL) -Ur-INDOIiEs Prepared by Procedure AH, 
and Scheme P using IH- indole and l-bromo-4-chlorobutane: 
^NMR (400 MHz, CDCI3) 6 7.72-7.02 (m, 5H) , 6.49 (d, IH, .J* 
= 2.8 Hz), 4.13 (t, 2H, J = 6.8 Hz), 3.48 It, 2H, J* = 
6.8 Hz), 2.06-1.92 (m, 2H) , 1.80-1.70 (m, 2H) . 

20 

1- (3-CHLOROPROPYL) -Lff-rNDOLE: Prepared by Procedure AH, 
and Scheme P using IH- indole and l-bromo-3- 
chloropropane: ^H NMR (400 MHz, CDCI3) 6 7.70-7.04 (m, 
5H), 6.50 (d, IH, J- = 2.8 Hz), 4.31 (t, 2H, 6.8 Hz), 

25 3.42 (t, 2H, J" = 6.4 Hz), 2.28-2.20 (m, 2H) . 

Example 825 

J^-r4-{l- 15- (1H-IND0I.-1-YL) PENTYLJ -4-PIPERIDI2m.}PHENyii) - 

2- METHYLPROPAN3^DE: Prepared by Procedure AH and 
30 Scheme P using 1- (5-chloropentyl) -IH- indole and 2- 

methyl-i^- [4- (4 -piperidinyl ) phenyl] propanamide : ESMS m/e: 
432*3 (M + H)*. 
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ir-f4-{l- [5- (IH-INDOL-l-YL) PBNTYLI -4- 

PIPERIDINYL}PHElsnni)BDTAMAMIDB: Prepared by Procedure AH 
and Scheme P using 1- (5 -chloropentyl) -IH- indole and N- 
5 [4- (4-piperidinyl) phenyl] butanamide: BSMS m/ei 432.3 (M 

+ H)*. 

Example 827 
W-f4-{l- [5- (IH-HroOL-l-YDPENTYIil -4- 
10 plPBMDIllYL}PHENW:i)PROPANaMEIDB8 Prepared by Procedure 
AH and Scheme P using 1- (5-chloropentyl) -Iff- indole and 
N- [4- (4-piperidinyl)phenyl] propanamide: ESMS m/e: 418 . 2 
(M + H)*. 

15 Example 828 

IflT.f 4^(1. (IH-INDOL-l-YDHEXYL] -4- 

PIPBRIDINYIi}PHENYIi) PROPANAMIDE: Prepared by Procedure 
AH and Scheme P using 1- (6-chlorohexyl) -IH-indole and N- 
[4 - ( 4 -piperidinyl ) phenyl] propanamide : ESMS m/e : 432.3 (M 
20 + H)*. 

Example 829 

2-METHYL-N-f3-{l- [(l-METHYL-lH-INDOL-2-YL) METHYL] -4- 
PIPERIDINYL}PHENyL) PROPANAMIDE: Prepared by Procedure F 
25 and Scheme R, without HOAc, using 1 -methyl -IH- indole- 2- 
carbaldehyde and 2-methyl-i^- [3- (4- 

piperidinyl)phenyl]propanamide: ESMS m/e: 390.3 (M + H)*. 

Example 830 

30 N-{3- [1- {lH-IND0L-4-yi*METHYL) -4 -PIPERIDINYL] PHENYL}-2- 

METHYIiPROPANAMIDE : Prepared by Procedure F and Scheme 
R, without HOAC/ using IH- indole- 4 -carbaldehyde and 2- 
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methyl-nr-[3-{4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 376.2 (M + H)*. 
Example 831 

lf-f4-{l- [6- (IH-INDOL-l-yL)HKXyi.] -4-PIPERIDINYL}PHENYL) - 
2-HETHYIiPROPAMAHIDE: Prepared by Procedure AH and 
Scheme P using 1- (6«chlorohexyl) -IH- indole and 2-methyl- 
jj- [4- (4-piperidinyl)phenyl] propanamide: ESMS m/e: 446.3 
(M + H)*. 



Example 832 

ir-{3- [1- (lH-INDOIi-7-YIiMBTHYIi) -4-PIPERIDINyLl PHBNYL}-2- 
HETE^rLPROPANAHIDE s Prepared by Procedure F and Scheme 
R, without HOAc, using IH- indole- 7 -carbaldehyde and 2- 
15 methyl -jr- [3- (4-piperidinyl)phenyl]propanamide: ESMS m/e: 
376.2 (M + H)*. 

Example 833 

N- [3- (l-{ [1- {4-METHOXyPHENYL) -lH-IND0I*-5-YL] METHYL}-4- 
20 PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-iodo-4-methoxybenzene and J^- (3- [1- (lH-indol-5- 
ylme t Jiyl ) - 4 -piper idinyl ] phenyl } - 2 -methylpropanamide : 
ESMS m/e: 482. 0(M + H)*. 

25 

Example 834 

MBTHYIi 4- [4- {{4- [3- (ISOBUTYRYIAMINO) PHENYL] -1- 

piperidinyl}methyl) -lfl-INDOL-l-YL]BENZOATEs : Prepared by 
Procedure C and Scheme Ql, with CuBr in place of Cu, 
3 0 using methyl 4 - iodobenzoate and { 3 - [ 1 - ( IH- indol - 4 - 
ylmethyl) - 4 -piperidinyl] phenyl} -2 -methylpropanamide: 
ESMS m/e: 510.3 (M + H)*. 
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Example 835 

2-METHyi.-JKr- [3- (l-{ [1- O-METHyLPHENYL) -IH-INDOL-B- 
YL] METHYIi} -4 - PlPERIDINYIi) PHENYIa] PROPiOIAMIDE : Prepared 
by Procedure C and Scheme Ql, with CuBr in place of Cu, 
5 using l-iodo-3-inethylbenzene and N-{3- [1- (lH-indol-5- 
ylmethyl) -4-piperidinyll phenyl} -2 -met hylpropanamide : 
ESMS m/e: 466.3 (M + H)*- 

Example 836 

10 [3- [1- {4-FLUOROPHBIinrL) -1H-IHDOIi-4-YIi]MECTXL}-4- 

PIPERIDINni) PBEMYIi] - 2 -METEnrZiPROPAlXAMIDE : Prepared by 
Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-fluoro-4-iodobenzene and iff-{3- [1- (lJ^-indol-4- 
y Ime thy 1 ) - 4 -piperidinyl ] phenyl } - 2 -methylpropanamide : 

15 NMR (400 MHz, CDCla) 5 7.66-6,92 (m, 12H) , 6.65 (d, IH, J 

= 3.2 Hz), 3.69 (s, 2H), 3.15-3.02 (m, 2H) , 2.58-2.40 
(m, 2H), 2.20-2.04 (m, 2H) , 1.94-1.76 (m, 4H) , 1-25 (d, 
6H, J = 6.8 Hz); ESMS m/e: 470.6 (M + H)*. 

20 Example 837 

N-f3-{l- [4- (IH-INDOL-l-YL) BUTYL] -4 -PIPERIDINYL} PHENYL) - 
2-METHYLPROPANAMIDEs Prepared by Procedure AH and 
Scheme P using 1- (4-chlorobutyl) -IK- indole and 2-methyl- 
N- [3 - (4 -piperidinyl) phenyl] propanamide : ESMS m/e : 418.3 

25 (M + H)"^. 

Example 838 

If. [3- (!-{ [1- (4-CHLOROPHENYL) -1H-IND0L-5-YL] METHYL}-4- 
PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
30 Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-chloro-4-iodobenzene and 1^- {3- [1- (lH-indol-5- 
ylmethyl) -4 -piperidinyl] phenyl} -2-methylpropanamide : 
ESMS m/ez 486.2 (M + H)*. 
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ExaiD|>le839 

N- [3- (l-{ [1- (B-MBTHOXyPHBNYL) -lH-INDOL-5-Yi;ilMKTHYI.}-4- 
PIPERIDIimi) PHENYL] -2-HETH7LPR0PA1IAMXDES Prepared by . 
5 Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-iodo-3-methoxybenzene and N-{3- [1- (IH-indol-S- 
ylmethyl) -4 -piperidinyl] phenyl } -2 -methylpropanamide : 
ESMS m/e: 482.2 (M + H)*. 

10 Example 840 

jy-f4.{l. [4- (lH-INDOI.-l-YL)BUTYI.l -4- 

PIPERIDIinrL}PHENYL)BT7TANAMIDEi Prepared by Procedure AH 
and Scheme P using 1- {4-chlorobutyl) -IH- indole and 1^- [4- 
(4-piperidinyl)phenyl]butanamide: ESMS m/ei 418.2 (M + 
15 H)*. 



Example 841 

[3- (l-{ [1- (2-METHOXYPHENYL) -IH-INDOL-5-YLIMETHYL} -4- 
PrPERID3CNytl) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
20 Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-iodo-2-methoxybenzene and iV^-{3- [1- {IJT-indol-S- 
ylmethyl) -4-piperidinyl]phenyl}-2-methylpropanamide: 
ESMS m/e: 482.2 (M + H)*. 

25 Example 842 

jp/- [3- (l-{ [1- (3-CHLOROPHENYL) -lH-INDOL-5-YLlMETHYL}-4- 
PXPERIDXNYL) PHENYLJ -2 -METHYLPROPANAMIDE: Prepared by 
Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-chloro-S-iodobenzene and i^- {3- [1- (lH-indol-5- 

30 ylmethyl) -4 -piperidinyl] phenyl} -2 -methylpropanamide : 
ESMS jn/e: 486.2 (M + H)"^. 
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Example 843 

METHYL 2- [5- ({4- [3- (ISOBUTirRYIiAMINO) FBENYIt] *1- 

PIPBim)Iimi}MBTHYL)-lH-INDOL-l-YL]BBNZO^^ Prepared by 
Procedure C and Scheme Ql, with CuBr in place of Cu, 
5 using methyl 2-iodoben2oate and jr-{3- [1- (lff-indol-5- 
ylmethyl) -4-piperidinylIphenyl} -2-methylpropanamide: 
ESMS m/e: 510.2 (M + H)*. 

Example 844 

10 XJ-f3-{l- 13- (Iff- IiroOL-l-YL) PROPYL] -4-PIPKRIDINYI.}PHE^ 

2-METHYLPROPAHAMXDE: Prepared by Procediire AH and 
Scheme P using 1- (3-chloropropyl) -IH- indole and 2- 
methyl-N- [3- (4 -piperidinyl) phenyl] propanamide: ESMS m/e: 
404.2 (M + H)*, 

15 

Example 845 

2-METHYL-N-{3- [1- ({l- [4- (TRIFLUOROMETHYL) PHENYL] -IH- 
IiroOL-5-YL}METHYL) -4-PIPERIDINYL] PHENYL}PR0PANAMIDE: 

Prepared by Procedure C and Scheme Ql, with CuBr in 
20 place of Cu, using l-iodo-4- (trifluoromethyl) benzene and 
J\/- { 3 - [ 1 - { IH- indol - 5 -ylmethyl ) - 4 -piperidinyl] phenyl } - 2 - 
methylpropanamide : ESMS m/ei 520.2 (M + H)*. 

Example 846 

25 W-f3-{l- [(1- [1,1« -BIPHENYL] -2-YL-1H-INDOL-5-YL) METHYL] - 

4 -PIPBRIDI!m.}PHENYL) -2 -METHYLPROPANAMIDE s Prepared by 
Procedure C and Scheme Ql, with CuBr in place of Cu, 
using 2-iodo-l , 1 • -biphenyl and {3- [1- {lH-indol-5- 
ylmethyl) -4-piperidinyl]phenyl} -2-methylpropanamide: 

30 ESMS m/e: 528.3 (M + H)*. 
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Example 847 

2-METHni-ir- 13- [1- (2-METHnjPHENYIi) -IH-INDOL-B- 
YL] MBTHYXi} -4-PlPERIDIimi) PHENTIi] PROPiOIAUXDE s Prepeared 
by Procedure C and Scheme Ql, with CuBr in place of .Cu, 
5 using l-iodo-2-methylbenzene and N-{3- [1- (lH-indol-5- 
ylmethyl ) - 4 -piperidinyl] phenyl } -2 -methylpropanamide : 
ESMS in/e: 466.2 (M + H)*. 

Example 848 

10 2-METH3rL-N- [3- (l-{ [1- (4-HETSYLPHEimi) -IH-INDOL-S- 

YL] METHYL} -4 - PIPERIDINYL) PHENYL] PROPANAMIDB : Prepared 
by Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-iodo-4-methylbenzene and N-{3- [1- (lH-indol-5- 
ylmethyl) -4-piperidinyl] phenyl} -2-methylpropanamide : 

15 ESMS m/e: 466.3 (M + H)*. 

Example 849 

[3- (l-{ [1- (2-CHLOROPHENYL) -lH-INDOL-5-YLl METHYL}-4- 
PIPERIDINYL) PHENYL! - 2 -METHYLPROPANAMIDE : Prepared by 

20 Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-chloro-2-iodobenzene and N-'{3- [1- (lH-indol-5- 
ylmethyl ) -4-piperidinyl] phenyl } -2 -methylpropanamide : 
ESMS m/e: 486.2 (M + H)''. 

25 Example 850 

2-METHYL-JN--{3- [1- ({l- [3- (TRIFLUOROMETHYL) PHENYL] -IH- 
INnOL-5-YL}METHYL) -4-PIPERIDINYL] PHENYL} PROPANAMIDEs 

Prepared by Procedure C and Scheme Ql, with CuBr in 
place of Cu, using 1- iodo- 3- (trifluoromethyl) benzene and 
30 /^-{3-[l- (IH-indol- 5 -ylmethyl) -4-piperidinyl] phenyl} - 2- 

methylpropanamide : NMR (400 MHz, CDCI3) 5 7.80-6.94 

(m, 12H) ; 6.69 (d, IH, J = 3.6 Hz), 3.36 (s, 2H) , 3.10- 
3.00 (m, 2H) , 2.58-2.42 (m, 2H) , 2.16-2.02 (m, 2H) , 
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1.85-1.75 (m, 4H), 
in/e: 520.2 (M + H)*. 

Example 851 

5 2-METHYL-N- [3- (l-{ [I- (2-NITROPHENYL) -lH-INDOL-5- 

YL] METHYL} -4 -PIPERIDIOTL) PHEimi] PROPAMAMIDE 5 Prepared 
by Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-iodo-2-nitrobenzene and JJ-{3- [1- (lH-indol-5- 
ylmethyl) -4-piperidinyl] phenyl} -2-methylpropanamide : 
10 ESMS m/e: 497.2 (M + H)*. 

Example 852 

[3- (l-{ [1- (2-FIiTIOROPHENYL) -lH-INDOL-5-YLl MBTHYL}-4- 
PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
15 Procedure C and Scheme Ql, with CuBr in place of Cu, 

using 1-f luoro-2-iodobenzene and 2^-{3- [1- (lH-indol-5- 
ylmethyl ) - 4 -piperidinyl ] phenyl } -2-methylpropanamide : 
ESMS m/ei 470.2 (M + H)*. 

20 Example 853 

2-METHYL-N- (3- (l-{ [1- (l-NAPHTHYL) - IH-IKDOL- 5- YL] METHYL }- 

4- PIPERlDINYL) PHENYL! PROP ANAMIDE: Prepared by Procedure 
C and Scheme Ql, with CuBr in place of Cu, using 1- 
iodonaphthalene and W-{3- [1- (IH-indol- 5 -ylmethyl) -4- 

25 piperidinyl] phenyl} -2-methylpropanamide: ESMS m/e: 502.2 
(M + H)*. 

Example 854 

jSf^ (3- (i-{ [1- (2, 3-DICHLOROPHKNYL) - IH-INDOL- 5 -YL] METHYL} - 
30 4-PIPERIDINYL) PHENYL] -2-METHyLPROPAlflAMIDEs Prepared by 

Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l,2-dichloro-3-iodobenzene and Jjr-{3- [1- (IH-indol- 

5- ylmethyl) -4-piperidinyl]phenyl}-2-raethylpropanamide: 
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NMR (400 MHz, CDCI3) 5 .;7. 68-6. 94 (m, 12H) , 6.68 
(d, IH, J = 2.8 Hz), 3.69 (s, 2H) , 3.15-3.02 (ra, 2H) , 
2.54-2.42 (m, 2H) , 2.18-2.02 (m, 2H) , 1.88-1.76 (m, 4H) , 
1.25 (d, 6H, J = 6.8 Hz); ESMS m/e: 520.1 (M + H)*. 

5 

Example 855 

[3- {i-{ [1- (2^3-DICHLOROPHBMyL) -lH-IlSroOL-7--YL] METHYL} - 
4-PIPERll)I3nrL)PHENini:«]-2-METHZLPI^ Prepared by 

Procedure C and Scheme Ql, with CuBr in place of Cu, 
10 using l,2-dichloro-3-iodobenzene euid l/-{3- [1- (IH-indol- 
7-ylmethyl) -4-piperidinyl] phenyl} -2 -methylpropanamide: 
ESMS m/e: 520.2 (M + H)*. 

Example 856 

15 N- 13- {l-{ [1- (3-MBTHOXyPHEirai) -lH-INDOL-4-Yri] METHYL} -4- 

PIPERXDIMYL) PHENYL] - 2 -METHYLPROPANAMXDE : Prepared by 

Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-iodo-3-methoxybenzene and W-{3- [1- (lH-indol-4- 
ylme thyl ) - 4 -piper idinyl ] phenyl } - 2 -me thylpropanaraide : 

20 ESMS m/e: 482.3 (M + H)*. 

Example 857 

[3- (l-{ [1- (2,3-DICHLOROPHENYL) - 1H~IND0L- 4 -YLl METHYL} - 
4 -PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
25 Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l,2-dichloro-3-iodobenzene and ^-{3- [1- (IH-indol- 
4 -ylmethyl ) - 4 -piperidinyl 1 phenyl } - 2 -methylpropanamide : 
ESMS m/e: 520.2 (M + H)"^. 

30 Example 858 

[3- {l-{ [1- (3-CHLOROPHENYL) -UBr-INDOL-4-YL]METHYL}-4- 
PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE : Prepared by 

Procedure C and Scheme Ql, with CuBr in place of Cu, 
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us ing 1 - chloro- 3 - iodobenzene and { 3 - 1 1 - 

(lH-indol-4-ylmethyl) -4-piperidiiiyl] phenyl} -2- 
methylpropanamide : ESMS m/e: 486.2 (M + H)*. 

5 Eacasiple 859 

2-METHyL-J7- [3- [1- (S-METmrLPHEirai) -lH-INDOri-4- 
YL] methyl} -4 -PIPERIDINYL) PHENYL] PROPANAMIDE s Prepared 
by Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-iodo-3-methylbenzene and JW^{3- [1- (lff-indol-4- 
10 ylmethyl) -'4-piperidinyl] phenyl} -2-inethylpropanamide : 
ESMS m/ez 466.3 (M + H)*, 

Example 860 

[3- (l-{ [1- {3-MBTHOXYPHENYL) -IH-INDOL-V-YLl METHYL} -4- 
15 PIPERIDINYL} PHENYL] -2 -METHYLPROPANAMIDE : Prepared by 

Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-iodo-3-methoxybenzene and J^-{3- [1- (lH-indol-7~ 
ylmethyl) -4 -piperidinyl] phenyl} -2-methylpropanainide : 
ESMS m/ez 482.3 (M + H)"^. 

20 

Example 861 

2-METHYL-J^-{3- [1- ({l- [3- (TRIFLUORGMETHYL) PHENYL] -1H« 
IND0L-4'-YL}METHYL) -4-PIPERIDINYL] PHENYL } PROP ANAMIDB: 

Prepared by Procedure C and Scheme Ql, with CuBr in 
25 place of Cu, using l-iodo-3- (trifluoromethyl) benzene and 
jy^- { 3 - [ 1 - ( IH- indol - 4 -ylmethyl ) - 4 -piperidinyl ] phenyl } - 2 - 
methylpropanamide : ESMS m/e: 520,2 (M + H)*. 

Example 862 

30 [3- [1- (3,4-DIMETHYLPHENYL) -lH-ira)0L-4-YLl METHYL}- 

4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE : Prepared by 
Procedure C and Scheme Ql, with CuBr in place of Cu, 
using J\r-{3- [1- (IH- indol -4 -ylmethyl) -4- 
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piperidinyll phenyl} -2- methylpropanamide cuid 4- 

iodo-l,2-dimethylbenzene: ESMS m/e: 480.0 (M + H)*. 



Example 863 

5 N- [3- (l-{ tl- (3,4-DIPi:.TOROPHBNYL) -lH-INDOL-4-YLlMETHYI.}- 

4-PZPEiaDXim>)PBEN7L] -2-METHnJ?R0PAlSIAMIDEs Prepared by 
Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l,3-dichloro-5-iodobenzene and N-{3- [1- (IH-indol- 
4 -ylme thyl ) -4 -piper idinyl ] phenyl } - 2 -methylpropanamide : 
10 ESMS m/e: 520.0 (M + H)*. 

Example 864 

IT- [3- {l-{ [1- (3,4-DICHLOROPHENYIi) - IH-INDOL- 4 -YL] METHYL} - 
4 - PIPERIDIN7L) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
15 Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l,2-dichlor6"4-iodobenzene and i^- {3- [1- (IH-indol- 
4 -ylraethyl ) -4 -piperidinyl] phenyl } -2 -methylpropanamide : . 
ESMS xn/e: 520.0 (M + H)*. 

20 Example 865 

U- [3- {!-{ [1- (2-CHLORO-4-FLUOROPHENYL) -Lff-INDOL-4- 
YL] METHYL} -4 -PIPERIDINYL) PHENYL] -2 -METHYLPROPANAMIDE; 

Prepared by Procedure C and Scheme Ql, with CuBr in 
place of Cm, using 2-chloro-4-f luoro-l-iodobenzene and 
25 N-{3- [1- {lH-indol-4-ylmethyl) -4-piperidinyl]phenyl}-2- 
methylpropanamide : ESMS m/e: 504.0 (M + H)*. 

Example 866 

N- [3- (l-{ (1- {2,4-DIFLUOROPHBNYL) -liT- INDOL- 4- YL] METHYL} - 
30 4-PIPBRIDIllYL) PHENYL] -2-METHYLPROPANAMIDE: Prepared by 

Procedure C and Scheme Ql, with CMBr in place of Cu, 
using 2, 4 -dif luoro-l-iodobenzene and -RT- {3- [1- (1-ff-indol- 
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4-ylmethyl)-4- . piperidinyl] phenyl} -2- 

methylpropanamide: ESMS m/e: 488.0 (M + H)*. 

Exan4ile867 

5 2-METHYIi-lf- £3- [1- (3-PYRIDINYI.) -UET-INDOI.-?- 

YIi] HETHyii} -4 -PIPERIDINYIi) PHESnTL] PROPAKAMXDB : Prepared 
by Procedure C and Scheme Ql, with CuBr in place of Cu, 
using 3-iodopyridine and {3- [1- j(lH-indol--7-ylmethyl) - 
4-piperidinyll phenyl} -2-inethylpropanamide: ESMS m/e: 
10 453.1 (M + H)*. 



Example 868 

jr-{3- [1- (lH-XXlD0Ii-6-YIiMETHYI>) -4 -PIPERIDINYL] PHEimi}-2- 
MEXHYIiPROPANAMIDE: Prepared by Procedure F and Scheme R 
15 using lH-indole-6-carbaldehyde euxd 2-raethyl-W- [3- (4- 
piperidinyl) phenyl! propanamide: ESMS m/e: 376.2 (M + H)*. 

E3cample 869 

2-METHYL-17- [3- (l-{ [1- (4-PyRIDIimi) -11T-INDOL-4-. 
20 YLl METHYL} -4 -PIPERIDINYL) PHENYL] PROPANAMIDE : Prepared 

by Procedure C and Scheme Ql, with CuBr in place of Cu, 
using 4-iodopyridine and 2i~{3 - [1- (lH-indol-4-ylmethyl) - 
4 -piperidinyl ] phenyl } - 2 -methylpropanamide : ESMS m/e : 
453.2 (M + H)*. 

25 

Exampte 870* 

2-METHYL'N- [3- {l-{ [1- (2-PYRIDINYL) -lH-INDOL-4- 
YL] METHYL} -4 -PIPERIDINYL) PHENYL] PROPANAMIDEs Prepared 
by Procedure C and Scheme Ql, with CuBr in place of Cu^ 
30 using 2-iodopyridine and N-{2- [1- (lH-indol-4-ylmethyl) - 
4 -piperidinyl ] phenyl } - 2 -methylpropanamide : ESMS m/e : 
453.2 (M •+ H)*. 
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Example 871 

N- [3- (l-{ tl- (2-PLUOROPHENYL) -lE-INDOI.-4-YIi] MBTByii}-4- 
PIPBRIDnrai) PHENYL] - 2 -METHXliPROPAMMIIDB z Prepared by 
Procedure C and Scheme Ql, with CuBr in place of Cu, 
5 using 1-f luoro-2-iodobenzene and N-{3- [1- (lH-indol-4- 
ylmethyl) -4-pxperidinyl] phenyl} -2-methylpropananiide: 
ESMS m/e: 470,1 (M + H)*. 

Example 872 

10 IT- t3- (l-{ [1- (4-CHIiOROPHBMYIi) -.lH-IliDOL-4-YL] MBTHYIl}-4- 

PIPERIDINYI■) PEENTL] -2-HBT£nrLPIU)PAliai^ Prepared by 

Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-chloro-4-iodobenzene and N-{3- [1- (lH-indol-4- 
ylmethyl) -4-piperidinyl] phenyl} -2-methylpropanamide : 

15 ESMS m/ez 486.1 (M + H)*. 

Example 873 _ 
2-METHyL-Jjr- [3- {l-{ [1- (3-PYRIDINyL) -lH-INDOL-4- 
YIi] MKTHYIi} -4-PIPERIDINYL) PHENYL] PROPANAMIDE: Prepared 
20 by Procedure C and Scheme Ql, with CuBr in place of Cu, 

using 3 - iodopyridine and J\r-{3- [1- {lH-indol-4-ylmethyl) - 
4-'piperidinyl] phenyl} -2-methylpropaiiaraide : ESMS m/e: 
453.2 (M + H)*. 

25 Example 874 

jg^- [3 - (1- { [1- (2, 3 -DIMETHYLPHENYL) -lH-rNDOL-4 - YL] METHYL} - 
4 -PIPBRIDINYL) PHENYL] -2 -METHYLPROPANAMIDE z Prepared by 
Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-iodo-2, 3-diraethylbenzene and i^-{3- [1- (IH-indol- 

30 4-ylmethyl) -4-piperidinyl] phenyl} -2-methylpropanamide : 
ESMS m/e: 480.1 (M + H)*, 
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Example875 .'[.. i. .-.m. 

[3- [1- O-FLUOROPHBNYL) -1H-IND0L-4-YL]MBTHYL}-4- 

PIPERIDINYL)PHEirail-2-MBTHrLPR0PANMIIDBs Prepared by 

Procedure C and Scheme Ql, with CuBr in place of Cu, 

5 using 1-f luoro-3-iodobenzene and N-{3- [1- (lH-indol-4- 

ylmethyl) -4-piperidinyl] phenyl} -2-methylpropanamide : 

ESMS m/e: 470.1 (M + H)*. 



Example 876 

10 2-METHYIi-N-{3- [1- {{l- [2- (TRIFLUOROMETHZL) PHENYL] -IH- 

Z]!ID0L-4-YI.}METH7Ii) -4-PIPBRIDIXIYI.] PHEKnn:.}PROPANAHIDE: 

Prepared by Procedure C and Scheme Ql, with CuBr in 
place of Cu, using l-iodo-2- (trifluoromethyl) benzene and 
Jf- {3 - [1- (lH-indol-4-ylmethyl) -4-piperidinyl] phenyl} -2- 
15* methylpropanamide : ESMS xn/e: 520.1 (M + H)"". 



Example 877 

N- [3- (l-{ tl- (2-CHLOROPHENYI-) -lH-IND0I.-4-yL]METHYI.}-4- 
PIPERIDINyL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
20 Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-chloro-2-iodobenzene and N-{3- [1- (llf-indol-4- 
ylmethyl) -4-piperidinyl] phenyl} -2 -methylpropanamide : 
ESMS m/e: 486.1 (M + H)*. 

25 Example 878 

N" [3- (l-{ [1- (2,3-DIMETHYLPHENYL) -lH-INDOL-7-YLl METHYL} - 
4 - PIPERIDINYL) PHENYL] - 2 -METHYLPROPANAMIDE : Prepared by 
Procedure C and Scheme Ql, with CuBr in place of Cu, 
using l-iodo-2, 3-dimethylbenzene and N-{3- [1- (IH-indol- 

3 0 7 -ylmethyl ) - 4 -piper idinyl ] phenyl } - 2 -methylpropanamide : 
ESMS m/e: 480.0 (M + H)*. 
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2-METHYL-W-[3-(l-{5-0X0-5- [4- 
(TRXFZiTTOROMETHYL) PBfiNni] PENm>}-4- 

PIPERIDZNYIi) PBEXnrL] PROPAXaSlM^ Prepared by Procedure K 
and Scheme E using 5-ehloro-l- [4- 

5 (trifluoromethyl) phenyl] -1-pentanone emd 2-methyl-N- I3- 
( 4 -piper idinyl) phenyl] propanamide: ESMS in/e: 475 ♦! (M + 

nr. 

J/-f3-{l- [5- (4-FLTJOROPHSimi) -5-OXOPENmi] -4- 
10 PIPERXDIllYL}PEEimi) -2-HBTHYIJPROPiajiaMIDE: Prepared by 

Procedure K and Scheme E using 5-chloro-l- (4- 
f luorophenyl) -1-pentanone * and 2-methyl-Jf- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/ez 425.2 (M + H)*. 

15 JNr-f3-{l- 15- (3-FLUOROPHENYL) -5-OXOPEXimi] -4- 

PIPERlDlNYi:.}PHEim.) -2--METH7LPR0PAKAMlDEs Prepared by 

Procedure K and Scheme E using B-chloro-l-- (3- 
f luorophenyl ) - 1 -pent anone and 2 -methyl -N- [3 - ( 4 - 

piperidinyl) phenyl] propanamide: ESMS m/e: 425.2 (M + H)*. 

20 

N-(3-{l- [5- (3-CHLOROPHENyL) -S-OXOPENTYL] -4- 
PIPERIDINYL}PHBNYL) -2-METHYLPROPANAMIDE: Prepared by 

Procedure K and Scheme E using 5-chloro-l- (3- 
chlorophenyl) -1-pentanone and 2-methyl-W- [3- (4- 

25 piperidinyl) phenyl] propanamide: ESMS m/e: 441.1 (M + H)"^. 

W-f3-{l- [5- (4-CHLOROPHENyr.) -5-OXOPENTYL] -4- 
PZPERIDIimi}PHENYL) - 2 -HETHniPROFANAMXDE : . Prepared by 
Procedure K and Scheme E . using 5-chloro-l- (4- 
30 chlorophenyl ) - 1 -pentanone and 2-methyl-27- [3 - (4 - 

piperidinyl) phenyl] propanamide: ESMS m/e: 441.1 (M + H)*. 
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Example 879 

2-METHn.-JN'-{3- [1- (3-OXO-3-PHEMYLPHOPYXi) -4- 
PIPERIDINnl]PHENYL}PR0PAHAMIDE: Prepared by Procedure K 
and Scheme E using K2CO3 instead of Na2C03 and Nal instead 
5 of KI and 3 -chloro-1 -phenyl -1-propanone and 2-methyl-i3r- 
[3- (4-piperidinyl}phenyl]propanamide: ESMS jn/e: 379.3 (M 
+ H)*. 

Example 880 

10 N-(3'{1- [7- (2-FLUOROPHENTL) -7-OXOHEPTYZ.] -4^ 

PIPERIDXNyL}PHENYI.) - 2 -HETBYLPROPANZyMZDE : Prepared by 

Procedure K and Scheme K using K2CO3 instead of Na2C03 and 
Nal instead of KI and 7-chloro-l- (2-f luorophenyl) -1- 
heptaaione and 2 -methyl -l/- [3- (4- 

15 piperidinyl) phenyl] propanamide: NMR (400 MHz, CDCI3) , 
8 8.17 (s, br, IH) , 8.06-6.88 (m, 8H) , 3.08-2.94 (m, 
4H) , 2.62-2.48 (m, IH) , 2 . 48-2 . 38 ' (m, IH) , 2^38-2.15 (m-, 
2K) , 2.02-1.92 (m, 2H) , 1.84-1.77 (m, 4H) , 1.77-1.66 (m, 
2H) , 1.62-1.46 (m, 2K) , 1.46-1.29 (M, 4H) , 1.21 (d, 6K, 

20 J = 6.8 Hz); ESMS m/ei 453.2 (M + H)*. 

Example 881 

N'O-il- [5- (2-PLUOROPHENYI.) -5-OXOPElJTYI.] -4- 
PlPERlDlNYi:.}pHKNyi,) - 2 -METHYLPROPAKAMIDE : Prepared by 
25 Procedure K and Scheme E using K2CO3 instead of Na2C03 and 

Nal instead of KI and 5-chloro-l- (2-f luorophenyl) -1- 
pentanone and 2-methyl-N- [3- (4- 

piperidinyl)phenyl]propanamide: ESMS m/e: 425.2 (M + H)*. 

30 Example 882 

N-(3-{l- [6-(3-FLUOROPHENyL) -S-OXOHKXYL] -4- 
PXPERIDINYL}PHEinni) - 2 -METEYLPROPANAMIDE : Prepared by 

Procedure K and Scheme E using K2CO3 instead of Na2C03 and 
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Nal instead of KI and 6- chloro-1- (3-f luorophenyl) - 
1-hexanone and 2-raethyl-JSr- [3- (4- 

piperidinyl) phenyl! propanamide: BSMS m/ei 439.2 (M + H)*. 



5 Example 883 

N-(3-{l- [6-- (2-FLnOROPHEami) -e-OXOHEXYL] -4- 
PIPBRIDX1IYZ.}PHEN7L) - 2 -METH7LPR0PANAMXDE : Prepared by 
Procedure K and Scheme E using K2CX)3 instead of Na2C03 and 
Nal instead of KI and 6~chloro-l- {2-f luorophenyl) -1- 
10 hexanone and 2 -methyl -N^ [3 - (4 - 

piperidinyl) phenyl] propcmamide: ESMS m/e: 439.2 (M + H)*. 

Example 884 

N-(3-{l- [7- (4-Fj:iU0ROPHENYL) -7-OXOHBPTYL] -4- 
15 PIPERIDINYL}PHENYL) -2-METHYLPROPANAMIDE: Prepared by 

Procedure K and Scheme E using K2CO3 instead of NaaCOa and 
Nal instead of KI and 7-chloro-l- (4-f luorophenyl) -1- 
heptanone and 2-methyl-l^- [3- (4- 

piperidinyl) phenyl] propanamide: ESMS m/e: 453.2 (M + H)*. 

20 

Example 885 

N-(3-{l- [6- (4-CHLOROPHENyii) -6-OXOHEXyL] -4- 
PIPERIDINyL}PHENYL) - 2 -METHYLPROPANAMIDE : Prepared by 

Procedure K and Scheme E using K2CO3 instead of Na2C03 and 
25 Nal instead of KI cuid 6-chloro-l- (4-chlorophenyl) -1- 
hexanone and 2 -methyl -N- [ 3 - ( 4 - 

piperidinyl) phenyl] propanamide: ESMS m/e: 455.1 (M + H)*. 

^ Example 886* 
30 N'(3-{1- [7- (4rCHLOROPHENyi.) -7-OXOHEPTYI.l -4- 

PIPERIDINYL} PHENYL) - 2 -METHYLPROPANAMIDE s Prepared by 

Procedure* K and Scheme E using K2CO3 instead of Na2C03 and 
Nal instead of KI and 7-chloro-l- (4-chlorophenyl) -1- 
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heptanone and 2 -methyl -If- [ 3 - ( 4 - 

piperidinyl) phenyl Ipropanamlde: ESMS m/e: 469,1 (M + H)*. 

Example 887 

5 N- f 3-{l- [6- (4-FLUOROPHEim.) -6-OXOHEX3rL] -4- 

PIPBRIDINYL}PHElinn:.) -2-METHirLPROPANAMIDB: Prepared by 
Procedure K and Scheme B using K2CO3 instead of NaaCOa and 
Nal instead of KI and 6-chloro-l- {4-f luorophenyl) -1- 
hexanone and 2-methyl-iyr- [3- (4- 

10 piperidinyl) phenyl] prqpanamide: ESMS in/e: 439.1 (M + H)*. 



Example 888 

W-f3-{l- [6- O-ACBTYLPHENOXY) -6- (2-FLUOR0PHENYL)HEXyi.] -4- 
PIPERIDINyL }PHENni) - 2 -METHYIiPROPANAMIDE : Prepared by 

15 Procedure A and Scheme AN using l-{3- 
hydroxyphenyl) ethanone and N- (3- { 1- [6- (2-f luorophenyl) - 
6~hydroxyhexyl] -4 -piperidinyl }phenyl) -2- 
methylpropanamide; ESMS in/e: 559.5 {M + H)"*^. 

20 Example 889 

Zf-f3-{l- [6- (2-FI.TOROPHENOXy) -6- ( 2 - PLUOROPHENYL) HEXHil -4- 
PIPERIDlNyL}PHBNYL) - 2 -METHyi.PR0PAN2VMlDB t Prepared by 
Procedure A and Scheme AN using 2-f luorophenol and (3- 
{1- [6- {2-f luorophenyl) -6-hydroxyhexyl] -4- 

25 piperidinyl} phenyl) -2 -methylpropanamide: ESMS jn/e; 535.1 
(M + H)*, 

Example 890 

N-f3-{l- [6- {4-PLTIOROPHENOXy) -6- (2-FI.U0R0PHBNyi.)HEXYI.] -4- 
30 PIPERIDINYL} PHENYL)- 2 -MBTHYi:.PROPJa>IAMIDB: Prepared by 

Procedure A and Scheme AN using 4-f luorophenol and N-O- 
{1- [6- (2-f luorophenyl) -6-hydroxyhexyl] -4- 
piperidinyl}phenyl) -2 -methylpropanamide: NMR (400 MHz, 
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CDCI3), HCl salt 5 7.72- 6,72 (m, 12H) , 5.42-5.34 
(m, IH), 3.68-3.58 (m, br, 2H) , 3.02-2.92 (m, 2H) , 2.80- 
2.46 (m, 6H), 2.05-1.78 (m, 6H) , 1.68-1.56 (m, IH) , 
1.56-1.38 (m, 3H), 1.25 (d, 6H, J = 6.8 Hz); ESMS m/ei 
5 535.1 (M + H)*. 

Example 891 

N-r3-{l- [6- (2-PLTOR0PHEinn:i) -6- (2-METH0anrPHEN0ZY)BEm.] - 
4-PIPERIDIljnn[i}PBElinn[i)-2-ia5TH7I^ prepared by 

10 Procedxire A and Scheme AN using 2-methoxyphenol and N« 

f3-{l- [6- (2-f luorophenyl) -6-hydroxyhexyl] -4- 
piperidinyl}phenyl)-2-raethylpropanamide: ESMS m/ez 547.0 

(M + H)*. 

15 Example 892 

N-f3-{l- [6- (2-FLnOROPHENYL) -6- (4-METH0XYPHEN0Zy)HBZyL] - 
4-PIPERIDINYIi}PHKNrL) -2-METHYLPROPANAMIDE: J>repared by 
Procedure A and Scheme AN using 4 -methoxyphenol and 
(3- {1- [6- {2-f luorophenyl) -6-hydroxyhexyl] -4- 

20 piper idinyl} phenyl) -2 -methylpropanamide: ESMS m/e: 547.1 
(M + H)*. 

Example 893 

N-O'il- [6- (4-ACBTYI»PHEN0XY) -6- (2-Fr.UOROPHENyL) HEXYL] -4- 
25 PIPERIDINYL}PHENyL) -2 -METHYLPROPANAMIDE s Prepared by 

Procedure A and Scheme AN using l-(4- 
hydroxypheny 1 ) e thanone and l/-f3-{l-[6-(2-f luorophenyl ) - 
6-hydroxyhexyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide : ESMS m/e: 559.2 (M + H)*. 

30 

Example 894 

N'O'il" [6- {3,4-DIMETHOryPHENOXY) -6- (2- 
PLTOROPHENYL) HEXYLI - 4 -PIPERIDINYL} PHENYL) -2- 
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KETHYLPROPAXIAMIDE: Prepared by Procedure A 

and Scheme AN using 3,4-diniethoxyphenol and Jf-f3-{l-[6- 
{2-f luorophenyl) -6-hydroxyhexyll -4-piperidinyl}phenyl) - 
2-inethylpropanamide: ESMS m/ei 577.6 (M + H)*. 

5 

Example 895 

jr-('3-{l- [6- (2-ETHQXYPHENOXY) -6- (2-FLUOROPHENYZ.)BEXYL] -4- 
PIPERIDIim;i}PHENni)-2-HETHniPR0PANAia Prepared by 

Procedure A and Scheme AN using 2-etho3cyphenol and 1*7-^3- 
10 {l- [6- (2 -f luorophenyl) -6-hydrQxyhexyl] -4- 

piperidinyl}phenyl) -2-methylpropanamide: ESMS m/e: 561.1 
(M + H)"-. 

Example 896 

15 N-f3-{l- [6- {4-BROMOPHENOXY) -6-PHENYLHEXYL] -4- 

PIPERIDINYL}PHENyL> -2-METHYIiPROPANAMIDE: Prepared by 

Procedure A and Scheme AN using 4-bromophenol and i^-{3- 
[1- (6-hydroxy-6-phenylhexyl) -4-piperidinyl]phenyl}-2- 
methylpropanamide : ESMS m/e: 577.0 (M + H)*. 

20 

Example 897 

Jff-f3-{l- [6- (4-PLUOROPHENOXY) -6- (4-FLUOROPHENYL) HEXYL] -4- 
PIPERIDINyL}PHENYI.) -2-METHyLPROPANAMIDEs Prepared by 

Procedure A and Scheme AN using 4-f luorophenol and W-f3- 

25 {l- [6- ( 4 ~f luorophenyl) -6-hydroxyhexyl] -4- 

piperidinyl } phenyl) -2 -methylpropanamide: NMR (400 MHz, 
CDCI3) , HCl salt 8 8.22 (s, br, IH) , 7.74-6.70 (m, 12H) , 
5.05-4.94 (m, IH), 3.66-3.52 (m, br, 2H) , 3.02-2.83 (m, 
br, 2H) , 2.81-2.58 (m, br, 4H)-, 2.58-2.36 (m, br, 2H) , 

30 2.02-1.66 (m, br, 6H) , 1.66-1.46 (m, br, IH) , 1.46-1.35 

(m, br, 3H) , 1.26 (d, 6H, J = 6.0 Hz); ESMS m/e: 535.1 
(M + H)*. 
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Example 898 

N-(3'{1- 16- (4-METHOXYPHENOXY) -6-PHEN7£HEXYL] -4- 
PIPEiaDXNYXi}PHBXjnrL) - 2 -UETHYLPROPAllAHXDE s Prepared by 
Procedure A and Scheme AN using 4-methoxyphenol and 1^- 
5 {3- [1- (6-hydroxy-6-phenylhexyl) --4-piperidinyl] phenyl} -2- 
methylpropanamide: ESMS m/e: 529.6 (M + H)*. 

Example 899 

IT- f 3-{l. [6- (4-CmOROPHEMOZir) -6-^ (4-CHI>OROPHENni)HE3nrL] -4- 
10 PIPERXDINni}PHECllIYL) -2-HETHniPI^ Prepared by 

Procedure A and Scheme AN using 4-chlorqphenol and (3- 
- {l- [6- (4-chlorophenyl) -6-hydroxyhexyl] -4- 

piperidinyl}phenyl) -2-methylpropanamide: ESMS m/e: 566.9 
(M + H)*. 

15 

Example 900 

N-(3-{X- [6- {4-BROMOPHKNOXY) -6- (4-FLtJOROPHENYIi) HEXYLl -4-r 
PIPKRIDINYIj}PHENyL) -2-METHYLPROPANAMiPE: Prepared by 

Procedure A and Scheme AN using 4-bromophenol and N- (3- 
20 {l- [6- (4-f luorophenyl) -6-hydroxyhexyl] -4- 

p iper idinyl } phenyl ) - 2 -methylpropanamide : ESMS m/e : 595.0 
(M + H)*. 

Example 901 

25 igr-r3-{l- [6- {4-CHLOROPHENOXY) -6- (4-PLUOROPHENyii)HKXYL] -4- 

PIPBRIDINYI*}PHENni) - 2 -METHYXPROPANAMIDE : Prepared by 

Procedure A and Scheme AN using 4-chlorophenol and N- (3- 
{l- [6- {4-f luorophenyl) -6-hydroxyhexyl] -4- 

piperidinyl}phenyl) -2 -methylpropanamide: NMR (400 MHz, 
30 CDCI3), HCl salt 5 7.93 (s, IH) , 7.72-6.68 (m, 12H) , 

5.06-4.98 (m, IH) , 3.66-3.50 (m, br, 2R) , 3.02-2.82 (m, 
br, 2H), 2.80-2.57 (m, br, 4H) , 2.57-2.38 (m, br, 2H) , 
2.02-1,76 (m, br, 6H) , 1.64-1.48 (m, br, IH) , 1.48-1.36 
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(tn, br, 3H), 1.25 (d, 6H, J 6.8 Hz); Anal. Calc. 
for CaaHftiCljFNaOi'O.SEtOAc: C, 66.55; H,. 7.18; N, 4.43; 
Found: C, 66.35; H, 6.86; N, 4.46. ESMS m/e: 550.8 <M + 

5 

Example 902 

W-f3-{l- 16- (4-CHLOROPHBarai) -6- (4-FLX70ROPHEMOXir)HEZyL] -4- 
PIPERIDXNni}PHEimt) -2-M6THniPR0PAHAl^ Prepared by 

Procedure A cuad Scheme AN using 4-f luorophenol and N-(3~ 
10 {l- [6- (4-chlorophenyl) -6-hydroxyhexirl] -4- 

piperidinyl}phenyl) -2-methylpropanamide: NMR (400 MHz, 

CDCI3), HCl salt 8 8.22 (s, br, IH) , 7.74-6-68 (m, 12H) , 
5.04-4.92 (m, IH), 3.66-3.50 (m, br, 2H) , 3.00-2.82 (br, 
2H) , 2.80-2.58 (m, br, 4H) , 2.58-2.40 (m, br, 2H) , 2.00- 
15 1.68 (m, br, 6H) , 1.66-1.46 (m, br, IH) , 1.46-1.36 ( br, 
3H) , 1.25 (d, 6H, J = 7.2 Hz); ESMS jn/e: 551.1 (M + H)*. 

Example 903 

N'(3-{1- [6- (3-ACETYLPHBNOXY) -6-PHBNYI.HEXyL] -4-^ 
20 PIPERlDINYIi}PHENYIi) -2-METHYLPROPANAMIDE: Prepared by 

Procedure A and Scheme AN using l-(3- 
hydroxyphenyl ) e thanone and 2^-{3-[l-(6 - hydroxy- 6 - 

phenylhexyl) -4-piperidinyl] phenyl} -2-methylpropanamide : 
ESMS m/e: 541.2 (M + H)\ 

25 

Example 904 

N-f3-{l- [6-(4-CHLOROPHENOXy) -6 -PHENYLHEXYL] -4- 
PIPERIDINYL} PHENYL) -2-METHYLPROPANAMIDE: ' Prepared by 
Procedure A and Scheme AN using 4-chlorophenol -and N-{3- 
30 [1- (6 -hydroxy- 6 -phenylhexyl) -4-piperidinyl] phenyl} -2- 

methylpropanamide : NMR (400 MHz, CDCI3) , HCl salt 6 
8.28 (s* IH) , 7.78-6.70 (m, 13H) , 5.08-4.98 (m, IH) , 
3.64-3.46 {m, br, 2H) , 3.02-2.82 (br, 2H) , 2.82-2.56 (m, 
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hr, 4H), 2.56-2.34 (m, br, 2H) , 2.05-1.75 (m, br, 
6H), 1.64-1.48 (m, br, IH) , 1.48-1^34 ( br, 3H) , 1-25 
(d, 6H, J « 6.8 Hz) ; ESMS m/ez 533.1 (M + H)*. 

5 Example 905 

N'(3'{1- [6- (4-BROMOPHENOXY) -6- (4-CHI.OROPHENYL) HEXYL] -4- 
PXPERIDIimi}PHENYL} - 2 -METHYLPROPAKAMXDE : Prepared by 

Procedure A and Scheme AN using 4-bromophenol and N-(3- 
{l- [6- (4-chlorophenyl) -6-hydroxyhexyl] -4- 
10 piperidinyl}phenyl) -2-methylpropanamide: ESMS m/ei 611.0 
(M + H)*. 

Example 906 

N-f3-{l- [6- {4-CHIiOROPHBNYL) -6- (4-METHOXYPHENOXY)HEXYLl - 
15 4-PIPERIDIira:i}PHBNYL) -2-METHYLPROPANAMIDK: Prepared by 

Procedure A and Scheme AN using 4 -methoxyphenol and N- 
f3-{l- [6- (4-chlorophenyl) -6-hydroxyhexyl] -4- 
piperidinyl }phenyl) -2 -methylpropanamide : ESMS m/e : 563 . 1 
(M + H)*. 

20 

Example 907 

l/-f3-{l- [6- (4-PLUOROPHKNYL) -6- {4-METHOXyPHENOXy) HEXYIi] - 
. . 4-PIPKRIDINYL}phENYL) -2-METHyTiPROPANAMIDE: Prepared by 
Procedure A and Scheme AN using 4 -methoxyphenol and N- 

25 C3-{l- [6- (4-fluorophenyl) -6-hydroxyhexyl3 -4- 

piperidinyl } phenyl) -2 -met hylpropanamide: NMR (400 MHz, 
CDCI3), HCl salt 5 8.11 (s, IH), 7.65-6.84 (m, 12H) , 
5.21-5.10 (m, IH), 3.66-3.56 (m, br, 2H) , 3.02-2.82 (br, 
2H) , 2.82-2.56 (m, br, 4H) , 2.54 (s, 3H) , 2,53-2.32 (m, 

30 br, 2H) , 2.02-1.70 (m, br, 6H) , 1.64-1.48 (m, br, IH) , 

1.48-1.34 (br, 3H) , 1.25 (d, 6H, J = 6.8 Hz); ESMS m/e: 
547.1 (M + H)*. 
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Example 908 

N-f3-{l- [6- O-ACETOIiPHENOXy) -6- {4-PLU0R0PHEira:i)HKXYLl -4- 
PIPEiaDIim.}PHKimi)-2-MBKEm Prepared by 

Procedure A and Scheme AN using 1- (3- 
5 hydroxyphenyl) ethanone and J/- f3- { 1- [6- (4-f luorophenyl) - 
6-hydroxyhexyl] -4-piperidinyl}phenyl) -2- 
methylpropanamide : ESMS m/e: 559,1 (M + H)*. 

Example 909 

10 N-f3-{l- [6- (4-FI.UOROPHBNOXY) -6-PHENYLHEXYL] -4- 

PIP&RIDIMyL}PHENYL)-2-UETH7IiPIU>PANAMIDBs Prepared by 
Procedur.e A and- Scheiae AN using 4-f luorophenol and N-{3- 
[1- {6-hydroxy-6-phenylhexyl) -4-piperidinyl] phenyl} -2- 
raethylpropanamide: • NMR (400 MHz, CDCI3) , HCl salt 5 

15 8105 (s, br, IH) , 7.72-6 .70 (m, 13H) , 5.06-4.96 (m, IH) , 

3.66-3.51 (m, 2H) , '3-01-2.82 (ra, br, 2H) , 2.82-2.57 (m, 
br, 4H), 2. 57-2. .34 (m, br, 2H) , 2.05-1.78 (m, br, 6H) , 
1.64-1.52 (m, br, IH) , 1.52-1.16 (m, br, 3H) , 1.25 (d, 
6H, J = 7.2 Hz); ESMS m/e: 517.0 (M + H)*. 

20 

Example 910 

N'(3-{1- [6- {2-ACETYI:jPHEN0XY) -6- (2-FLU0R0PHBNYi:i) HKXYLl -4- 
PIPKRIDINYL} PHENYL) - 2 -METHYLPROPANA^a0E : Prepared by 

Procedure A and Scheme - AN using - 1- (2- 
25 hydroxyphenyl) ethanone and N- C3- {l- [6- (2 -f luorophenyl) - 
6-hydroxyhexyl] -4-piperidinyl}phenyl) -2- 
methylpropanatnide : ESMS m/e: 559.0 (M + H)*. 

Example 911 

30 N- [3- (l-{6- (4-FLUOROPHENYL) -6- [2-FLUORO-5- 

(TRIFLUOROMETHYL) PHENOXY] HEXYL}-4-PIPBRIDINYL) PHENYL] -2- 
METHYLPROPANAMIDE: Prepared by Procedure A and Scheme 
AN using 2-fluoro-5- (trifluoromethyl) phenol and N-^3-{l- 
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[6- (4-f luorpphenyl) -6- hydroxyhexyl) -4- 

piperidinyl}phenyl) -2-methylpropaiiamide: NMR (400 MHz, 
CDCI3), HCl salt 5 8.23 (s, br, IH) , 7.74-6.88 (m, IIH) , 
5.20-5.12 (m, IH), 3.68-3.52 (m, br, 2H) , 3.02-2.82 (m, 
5 br, 2H), 2.82-2.60 (m, 4H) , 2.58-2.38 (m, br, 2H) , 2.12- 
2.02 (m, br, IH) , 2.02-1.80 (m, br, 5H) , 1.68-1.52 (m, 
br, IH), 1.52-1.36 (br, 3H) , 1.25 (d, SK, J = 7.2 Hz) ; 
ESMS jn/e: 603.3 (M + H)*. 

10 Example 912 

Jff-f3-{l- t6- (B-ACETYLPHKNOXY) -6- (4-CHLOROPHKNYL)HBXyi.l -4- 
PIPERIDIHYL}PHENYIi) - 2 -METBYLPROPAMAMIOE : Prepared by 

"^"^ Procedure A and Scheme AN using l-{3- 
hydroxyphenyl ) e t hanone and i\r~f3-{l-C6-(4 - chlorophenyl ) - 

15 6-hydroxyhexyl] -4-piperidinyl}phenyl) -2- 

methylpropanamide : ^H NMR (400 MHz, CDCI3) / HCl salt 6 
8-41 (s, IH) , 7.72-6.84 (m, 12H) , 5.18-5.10 (m, IH) , 
3.62-3.50 (m, br, 2H) , 3.00-2.92 (m, 2H) , 2.90-2.58 (m, 
4H) , 2.54 (s, 3H) , 2.50-2.12 (m, 2H) , 2.02-1.70 (m, br, 

20 6H) , 1.64-1.50 (m, br, IH) , 1.50-1.14 (m, br, 3H) , 1.25 

(d, 6H, J = 6.8 Hz);. ESMS m/ez 575.3 (M + H)*. 

Example 913 

lfl^-[3-(l-{6-(2-FLUOROPHENYL)-6-[2-FI.UOR0^5- ' 
25 (TRIFLUOROMETHYL) PHENOXY] HEXYI.}-4-PIPERIDINYI.) PHENYL] -2 - 

METHYLPROPANAMIDE: Prepared by Procedure A and Scheme 
AN using 2-f luoro-5- (trif luoromethyDphenol and N-(3-{l- 
[6- (2-f luorophenyl) -6-hydroxyhexyl] -4- 

piperidinyl}phenyl) -2-methylpropanamide: NMR (400 MHz, 
30 CDCI3), HCl salt S 8.35 (s, IH) , 7.68-6.82 (m, IIH) , 

5.58-5.48 (m, IH) , 3.64-3.50 (m, 2H) , 3.01-2.94 (m, br, 
2H), 2.92-2.54 (m, 4H) , 2.48-2.32 (m, br, 2H) , 2.20-2.04 
(m, IH) , 2.01-1.80 (m, 5H) , 1.70-1.54 (m, IH) , 1.54-1.36 
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(m, 3H), 1.25 (d, 6H, J = 1.2 Hz). Anal. Calc. for 
C34H4oClF5N202'0.6MeOH: C, 63.12; H, 6.49; 4.25; Found: 
C, 63.38; H, 6.61; 3.95. ESMS m/e: 603.3 (M + H)*. 

5 Example 914 

N- [3- {l-{6- (4-CHLOROPHBNYL) -6- [2-FLUORO-5- 
(TRIFLUORQHETHYL) PHENOZY] HBXyii}-4-PIPERIDINXL) PHENYL] -2- 
MSraYIiPROPAKAKIDE: Prepared by Procedure A and Scheme 
AN using 2-fluoro-5- (trifluoromethyl) phenol and /ir-f3-{l- 
. 10 [6- (4-chlorophenyl) -6-hydroxyhexyl] -4- 

piperidinyl}phenyl)-2-methylpropanamide: ESMS m/e: 619.2 
(M + H)*. 

Example 915 

\ 15 N^r3-(l-{6-(3-FLU0R0PHENYI.)-6-[2-FLU0R0-5- 

(TRIFLUOROMETHYI.) PHENOXY] HBXYL} - 4 - PIPERIDINYIi) PHENYL] - 2 - 
METHYLPROPANAHXDE: Prepared by Procedure A and Scheme 
AN using 2-fluoro-5- (trifluoromethyl) phenol cind W-f3-{l- 
[6- {3-f luorophenyl) -6-hydroxyhexyl] -4- 
20 piperidinyl}phenyl) -2-methylpropanamide: ESMS xn/e: 603.3 
(M + H)*. 

Example 916 

N- [3- {l-{6- [2-FLTJORO-5- (TRIFLUOROMETHYL) PHENOrY] -6- 
PHENYLHEXYL}-4-PIPERIDINYL) PHENYL] -2-METHYLPROPANMIIDB: 

25 Prepared by Procedure A and Scheme AN using 2-fluoro-5- 
(trifluoromethyl) phenol and N- {3- [1- (6-hydroxy-6- 
phenylhexyl) '-4-piperidinyl] phenyl} -2-methylpropanaraide: 
ESMS Jn/e: 585.3 (M + H)*. 

30 Example 917 

[3- (l-.{7- (2-FLUOROPHENYL) -7- [2-FLUORO-5- 
(TRIFL0OROHETHYL) PHEN03CY] HEPXYL} -4 -PXPERIDINYL) PHENYL] - 
2-METHYLPROPANAMIDE: Prepared by Procedure A and Scheme 
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AN using 2"fluoro-5- (trifluoromethyl) phenol 

and N" fS- {l- [7- (2-f luorophenyl) -7-hydroxyheptylJ -4- 

piperidinyl}phenyl) -2-methylpropanamide: ESMS m/e: 617.3 
(M + H)*. 

5 

Example 918 

N-(3'{1- C5- (4-FLUOROPHENYL) -5- (4-HETH02:ZPHEN0ZY)'PENTYIi] - 
4 -PIPERXD33nrL}PHEllYL) - 2 -METHYLPROPAHAMI0E i Prepared by 
Procedure A and Scheme AN using 4-methoxyphenol and N- 
10 f3-{l- [5- (4-f luorophenyl) -5-hydroxypentyl] -4- 

piperidinyl}phenyl) -2-methylpropanamide: ESMS m/e: 533.1 
(M + H)*. 

Example 919 

W-f3-{l- [5- {4-BROMDPHBNOXY) -5- {4-PLUOROPHENn.) PENTYL] -4- 
15 PIPERIDINYL}PHENYL) --2-HETKniPROPANAMIDE: Prepared by 

Procedure A and Scheme AN using 4-bromophenol and (3- 
{l- [5- (4-f luorophenyl) -5-hydroxypentyl] -4- 
piperidinyl } phenyl > -2-methylpropanatnide: NMR (400 MHz, 

CDCI3), HCl salt 5 7.94 (s, br, IH) , 7.68-6,64 (m, 12H) , 
20 5.12-5.04 (m, IH) , 3.68-3.52 (m, br, 2H) , 3.01-2.82 (br, 

2H) / 2.78-2.58 (m, br, 4H) , 2.57-2.38 (m, br, 2H) , 2.05- 
1.80 (m, br, 6H) , 1.64-1.38 (m, br, 2H) , 1.25 (d, 6H, J 
= 7-2 Hz); ESMS m/ei 581.0 (M + H)*. 

25 Example 920 

N-f3-{l- [5- (4-CHLOROPHENOXY) -5- ( 4 -CHLOROPHENYL) PENTYL] - 
4-PIPBRIDINYL}PHENYL)-2-MBTHYLPR0PANAMIDE: Prepared by 
Procedure A and Scheme AN using 4-chlorophehol and N- (3- ' 
{ 1 - [ 5 - ( 4 - chlorophenyl ) - 5 -hydroxypentyl ] - 4 - 

30 piperidinyl}phenyl) -2-methylpropanamide: NMR (400 MHz, 
CDCI3)/ HCl salt 5 7.86 (s, br, IH) , 7.62-6.72 (m, 12H) , 
5.12-5.02 (m, IH) , 3.68-3.52 (m, br, 2H) , 3.02-2.82 (br, 
2H) , 2.82-2.56 (m, br, 4H) , 2.56-2.40 (m, br, 2H) , 2.06- 
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1.80 (m, br, SB), 1.64- 1.40 (m, br, 2H) , 1.25 (d, 
■ 6H, J = 6.8 Hz) . Anal. Calc. for C32H39Cl3N202'1.3MeOH: C, 
63.25; 7.07; N, 4.42; Foxind: C, 63.41; H, 6.99; N, 

4.17. ESMS m/e: 553.0 (M + H)*. 
5 Example 921 

N-r3-{l- [5- (4-CHLOROFHEM03nr) -S-PHElOliPENmi] -4- 
PZPERXDZimi}PHE»YL)-2-METHYIiPR0PMXAMIDE: Prepared by 
Procedure A and Scheme AN using 4-chlorophenol and N-{3- 
[1- (5-hydroxy-5-phenylpentyl) -4-piperidinyl] phenyl} -2- 

10 methylpropanamide: NMR (400 MHz, CDCI3) # HCl salt 5 
7.72-6.72 (m, 13H) , 5.12-5.04 (m, IH) , 3,66-3.52 (m, br, 
2H), 3.01-2.83 (br, 2H) , 2.68-2.62 (m, br, 2H) , 2.62- 
2.48 (m, br, 4H) , 2.04-1.82 (m, br, 6H) , 1.62-1.40 (m, 
br, 2H) , 1.25 (d, 6H, J = 7.2 Hz); ESMS m/e: 519.1 (M + 

15 . H)*. ' 

Example 922 _ 
ir-(3-{l- [5- O-ACETYLPHENOXY) -5- (4-FLT70ROPHENYL) PEMTYL] - 

4 - PIPERIDINYL} PHENYL) -2 -METHYLPROPANAMIDE: Prepared by 
20 Procedure A and Scheme AN using l-(3- 

hydroxyphenyl) ethanone and AT- f3- {l- [5- (4-f luorophenyl) - 

5- hydroxypentyl] -4~piperidinyl}phenyl) -2- 
methylpropanaraide : ESMS m/e: 545.1 (M + H)*. 

25 Example 923 

N' f3-'{l- [5- (4-CHLOROPHENyL) -5- (4-FLUOROPHENOXY) PENTYL] - 
4 - PIPERIDINYL}PHENYL) - 2 -METHYLPROPANAMIDE s Prepared by 
Procedure A and Scheme AN using 4-f luorophenol and N-O- 
{1- [5- (4-chlorophenyl) -5-hydroxypentyl] -4- 

30 piperidinyl} phenyl) -2 -methylpropanamide: NMR (400 MHz, 
CDCI3) , HCl salt 6 8.05 (s, br, IH) , 7,74-6.68 (m, 12H) , 
5.08-4.99 (m, IH) , 3.67-3.56 (m, br, 2H) , 3.02-2.82 (br, 
2H) , 2.80-2.57 (m, br, 4H) , 2.57-2.38 (m, br, 2H) , 2.05- 
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1.80 (m, br, 6H) , 1.64- 1.40 (m, br, 2H) , 1.25 (d, 
6H, J = 7.2 Hz). Anal. Calc. for C32H39CI2FN2O21 .3EtOAc: 
C, 64.93; H, 7.24; N, 4.07. Fotind: 65.01; H, 6.97; 

N, 3.85. ESMS m/e: 537.1 (M + H)*. 

5 

£xaiiqile924 

N'O-il- [5- (4-BROMOPHENOXY) -5-PHEOTIiPENTYL] -4- 
PIPEiai)INn}PHE]mi) -2-MBTH3nUPROPAN^^ Prepared by 

Procedure A and Scheme AN using 4-bromophenol and IX- {3- 

10 [1- {5-hydroxy-5-phenylpentyl) -4-piperidinyllphenyl} -2- 

raethylpropanamide: NMR (400 MHz, CDCI3) , HCl salt 5 
7.74-6.66 (m, 13H), 5.13-5.02 (m, IH) , 3.73-3.51 (m, br, 
2H) , 3.05-2.83 (br, 2H) , 2.83-2.62 (br, 4H) , 2.62-2.42 
(m, br, 2H), 2.10-1.80 (m, br, 6H) , 1.65-1.37 (m, br, 

15 2H), 1.25 <d, 6H, J = 6.8 Hz); ESMS m/e: 562.9 (M + H)*. 

Example 925 

W-f3-{l- [5- (4-CHZi0R0PHEim:i) -5- {4-MKTHOXyPHENOXY) PBOTYL] - 
4 -PZPERIDINYL}PHEimi) -2 -HETH7LPR0PAMAH1DE : Prepared by 

20 Procedure A and Scheme AN using 4-methoxyphenol and If- 
f3-{l- [5- (4-chlorophenyl) -5-hydroxYpentyl] -4- 
piperidinyl}phenyl) -2-methylpropanamide: ^H NMR (400 MHz, 
CDCI3), HCl salt 6 8.13 (s, br, IH) , 7.72-6.70 (m, 12H) , 
5.08-4.97 (m, IH) , 3.72 (s, 3H) , 3.66-3.50 (m, br, 2H) , 

25 3.03-2.82 (br, 2H) , 2.80-2.54 (m, br, 4H) , 2.53-2.17 (m, 

br, 2H), 2.08-1.78 (m, br, 6H) , 1-65-1.38 (m, br, 2H) , 
1.25 (d, 6H, J = 6.8 Hz). Anal. Calc. for 
C33H42C12N2O3-0.54CH2C12: C, 63.80; H, 6.B'8; N, 4.44. 
Found: C, 63.84; H, 7.18; N, 4.00. ESMS m/e: 549.1 (M + 

30 H)*. 
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Example 926 

N' r3-{l- [5- (4-FLnOROPH£NOXSr} -5- (4-FIilIOROPHBNarL) PENTYZi] - 
4-PIPEnEU:DIIiyL}PHEimi) -a-METHYIiPROPiO^ Prepared by 

Procedure A and Scheme AN using 4-f luorophenol and N-O- 
5 {l- [5- (4-f luorophenyl) -5-hydroxypentyl] -4- 

piperidinyl}phenyl) -2-methylpropanamide: NMR (400 MHz, 

CDCla), HCl salt 5 7 •62-6.70 (m, 12H) , 5.10-5.00 (m, IH) , 
3.71-3.56 (m, br, 2H) , 3.04-2.82 (br, 2H) , 2.78-2.64 (m, 
br, 3H) , 2.64-2.48 (m, br, 3H) , 2.05-1.82 (m, br, 6H) , 
10 1.62-1.42 (m, br, 2H) , 1.25 (d, 6H,. J = 6.0 Hz); ESMS 

jn/e: 521.2 (M + H)*. 

Example 927 

ir-rS-{l- [5- O-ACETniPHEKOZT) -'S-PHEXnTLPENTYL] -4- 
15 PIPERIDXNYIi}PHEXnrL)-'2-MBTHYLPR0PANAMZDE: Prepared by 

Procedure A and Scheme AN using 1- (3- 
hydroxyphenyl ) e thanone and 1^- { 3 - [ 1 - { 5 -hydroxy- 5 - 

phenylpentyl ) -4 -piperidinyl] phenyl } -2 -methylpropanamide : 
ESMS m/e: 526.9 (M + H)*. 

20 

Example 928 

N-f3-{l- [5- (4-METHOXYPHKNOXY) -5 -PHENYLPENTYL] -4- 
PIPERIDINYL}PHENYL) -2 -METHYLPROPANAMIDE: Prepared by 

Procedure A and Scheme AN using 4-methoxyphenol and N- 
25 {3- [1- (5 -hydroxy- 5 -phenylpentyl) -4 -piperidinyl] phenyl} - 

2 -methylpropanamide: ESMS jn/e: 515.6 (M + H)*. 

Example 929 

N- [3- (l-{5- [2-FLUORO-5- (TRIFLUOROMETHYL) PHENOXY] -5- [4- 
30 (TRIFLUOROMETHYL) PHENYL] PENTYL} -4 -PIPERIDINYL) PHENYL] -2- 

METHYLPROPANAMIDE: Prepared by Procedure A and Scheme 
AN using 2-f luoro-5- (trif luoromethyDphenol and N-[3-(l- 
{5-hydroxy-5- [4- (trif luoromethyl) phenyl] pentyl} -4- 
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piperidinyl) phenyl] -2- methylpropanamide : ESMS 

m/e: 639.2 (M + H)*. 

Example 930 

5 N' [3- (l-{5- O-CHLOROPHEHnfL) -5- [2-FLT70RO-5- 

(TRIFLtrOROHETHYL) PHEII03C7] PEMmi}- 4 --PIPERIDINYL) PHENYL] * 
2-METHYLPROPANAHlfiE: Prepared by Procedure, A and Scheme 
AN using 2-fluoro-5- (trifluoromethyl) phenol and jPr-f3-{l-' 
[5- (3-chlorophenyl) -5-hydroxypentyl] -4- 
10 piperidinyl } phenyl) -2 -methylpropanaioide: NMR (400 MHz, 
CDCI3), HCl salt 5 8.17 (s, br, IH) , 7.75-6.88 (m, IIH) , 
5.26-5.14 (m, IH) , 3.68-3.56 (m, br, 2H) , 3.05-2.90 (br, 
2H), 2-90-2.60 (m, br, 4H) , 2.56-2.36 (m, br, 2H) , 2.18- 
1.84 (m, br, 6E) , 1.70-1.44 (m, br, 2K) , 1.25 (d, 6H, J 
15 =• 7.2 Hz). Anal. ' Calc. for C33H38Cl2F4N2O2'0 .9EtOAc: C, 

60.98; H, 6.32; N, 3.89; Found: C, 60.99; H, 6.17; 
3.81. ESMS m/ei 605.2 (M + H)*. 

Example 931 

20 [3-(l-{5- (2-FLTOROPHENYL) -5- [2-FLUORO-5- 

(TRIFLUOROMETHYL) PHENOXY] PENTYL}- 4 -PIPERIDINYL) PHENYL] - 
2 -METHYLPROPANAMIDE; Prepared by Procedure A and Scheme 
AN using 2rfluoro-5~ (trifluoromethyl) phenol and N-(3-{l- 
[5- (2-f luorophenyl) -S-hydroxypentyl] -4^ 

25 piperidinyl jphenyl) -2 -methylpropanamide: NMR (400 MHz, 

CDCI3), HCl salt 6 7.89 {s, br, IH) , 7.72-6.88 (m, IIH) , 
5.59-5.48 (m, IH) , 3.70-3.48 (br, 2H) , 3.05-2.84 (br, 
2H) , 2.82-2.58 (m, br, 4H) , 2.58-2.40 (m, br, 2H) , 2.22- 
1.82 (m, br, 6H) , 1.71-1.42 (m, br, 2H) , 1.25 (d, 6H, J 

30 = 6.4 Hz); ESMS xn/e: 589.3 (M + H)*. 
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Example 932 

[3- (l-{5- (3-PLXJOROPHEOTIi) -5- [2-PLUORO-5- 
(TRIFLUOROHETHni) PHENOZY] PBNTYIi} -4-PIPERIDINYL) PHENYli] - 
2-METHniPROFANAJHIDEs Prepared by Procedure A and Scheme 
5 AN using 2-fluoro-5- (trifluoromethyl) phenol and N- (3- il- 
ls- (3-f luorophenyl) -5-hydroxypentyl] -4- 

piperidinyl}phenyl)-2-methylpropanamide: NMR (400 MHz, 
CDCI3), HCl salt 5 7.79 (s, br, IH) , 7.63-6.82 (m, IIH) , 
5-24-5.15 (m, IH), 3.70-3.56 (br, 2H) , 3.04-2.84 (br, 
10 2H), 2.82-2.60 (m, br, 4H) , 2.60-2.42 (m, br, 2H) , 2.20- 

1.83 {m, br, 6H) , 1.70-1.44 (m, br, 2H) , 1.25 (d, 6H/. J . 
= 6.4 Hz); ESMS m/e: 589.3 (M + H)*. 

Example 933 

15 13r-f3-{l- [B-O-ACETYLPHBNOXY) -5- (4-CHLOROPHENYL) PENTYLl - 

4- PIPERXDIllYIi}PHENYL) -2-METHniPROPAM2^DEs Prepared by 
Procedure A and Scheme AN using 1- {3- 
hydroxyphenyl ) e t hanone and 2^-i'3-{l-[5-(4- chloropheny 1 ) - 

5- hydroxypentyl] - 4 -piperidinyl} phenyl) -2- 

20 methylpropanaraide: ^H NMR (400 MHz, CDCI3) , HCl salt 6 
8.05 (s, br, IH) , 7.74-6.88 (m, 12H) , 5.27-5.16 (m, IH) , 
3.69-3.52 (m, br, 2H) , 3.10-2.81 (br, 2H) , 2.81-2.57 (m, 
br, 4H) , 2.54 (s, 3H), 2.52-2.40 (m, br, 2H) , 2.05-1.80 
(m, br, 6H) , 1.66-1.42 (m, br, 2H) , 1.25 (d, 6H, J = 6.8 

25 Hz); Anal. Calc. for C34H42CI2N2O30 . 5CH2Cl2'l . OH2O : C, 

63.46; H, 6.91; N, 4.30. Found: C, 63.46; H, 7.09; N, 
4.00. ESMS m/e: 561.1 (M + H)*. 

Example 934 

30 igr- [3- (i-{5- {4-CHLOROPHENYL) -5- [2-FLU0RO-5- 

(TRIFLUOROMETHYL) PHENOXY] PENTYL}-4-PIPERIDINYL) PHENYL] - 
2-METHYLPROPANAMIDE: Prepared by Procedure A and Scheme 
AN using 2-f luoro-5- (trif luoromethyDphenol and N-(3-{l- 
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[5- (4-chlorophenyl) -5- hydroxypentyl] -4- 

piperidinyl}phenyl) -2-methylpropanaraide: NMR {400 MHz, 
CDCI3), HCl salt 5 7.61-6.92 (m, IIH) , 5.24-5.16 (ra, IH) , 
3.70-3.58 (m, 2H), 3.02-2.91 (br, 2H) , 2.80-2.64 (m, br, 
5 3H), 2.64-2.50 {m, 3H) , 2.18-1.94 {m, br, 6H) , 1.62-1.44 

(m, br, 2H), 1.25 (d, 6H, J = 7.2 Hz); ESMS m/e: 605.3 

(M + H)*. 

Example 935 

10 [3- (l-{5- (4-Fr.TJOROPHBNXI.) -5- [2-FLUOR0-5- 

(TRIFIiUOROMETHYIi) PHBHOXTl PEllTyL}-4-PIPEiaDINYIi) PHENYT.] - 
2-METHYLPROPAXlAMIDEs Prepared by Procedure A and Scheme 
AN using 2-fluoro-5- {trifluoromethyl) phenol N-f3-{i-[5- 
{4-f luorophenyl) -5 -hydroxypentyl] -4-piperidinyl}phenyl) - 

15 2-inethyipropanamide: ESMS m/e: 589.3 {M + H)*. 

Example 936 _ 
N-C3-{1- [5- (4-BROMOPHKNOXy) -5- (4-CHLOROPHENYL) PENTYL] -4- 
PlPERIDINYL}PHENyL) -2-METHYLPROPANAMIDE: Prepared by 

20 Procedure A and Scheme AN using 4-bromophenol and N- (3- 
{1- [5- {4-chlorophenyl) -5 -hydroxypentyl] -4- 
piperidinyl}phenyl) -2-methylpropanamide: ESMS m/ei 597.2 
(M + H)*. 

25 Example 937 

N-f3-{l- [5- (4-CHLOROPHENOXY) -5- (4-FLUOROPHENYL) PENTYLJ - 
4-PIPERIDINyL}PHENYL) -2-METHYLPROPANAMIDE: Prepared by 
Procedure A and Scheme AN using 4-chlorophenol and N-(3- 
{1- [5- (4 -f luorophenyl) -5 -hydroxypentyl] -4- 

30 piperidinyl}phenyl) -2-methylpropanamide: ESMS m/e: 537.3 

(M + H)*. 
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Exaiiiple938 

N-(3-{l- [5- (2-ACETyLPHENOXY) -S-PHSNCTiPKNTYLl -4- 
PIFERIDIimi}PHEinrL) -2-MBTmrLFR0PAKAMrD&: Prepared by 
Procedure A and Scheme AN using l-(2- 
5 hydroxyphenyl) ethanone and Jtf^- {3- [1- (5-hydroxy-5- 
phenylpentyl ) - 4 -piperidinyl ] phenyl } - 2 -me thy Ipropanamide : 
ESMS m/ei 527.0 (M + H)*. 

Example 939 

10 N'(3'{X' [5- (2-ETH0XyPHEM0X7} -5-PHENYI.PENTYL] -4- 

PIPSRXDIim:i}PHE]mi) -2-METHYIiPROPANAMIDE8 Prepared by 
Procedure A and Scheme AN using 2-ethoxyphenol and 2^~{3- 
[l - ( 5 -hydroxy- 5 -phenylpentyl ) - 4 -piperidinyl ] phenyl } - 2 - 
methylpropanamide : ESMS m/e: 529.2 (M + H)*. 

15 

Example 940 

N-(3-{l' [5- (4-FLtJOROPHENOXY) -S-PHENYLPKNTYL] -4- 
PIPERIDINyL}PHENyii) -2-METHYI*PR0PANAMIDE: Prepared by 

Procedure A and Scheme AN using 4-f luorophenol and N-{3- 
20 [1- (S-hydroxy-S-phenylpentyl) -4 -piperidinyl] phenyl} -2- 

methy Ipropanamide : ESMS m/e: 503.2 (M + H)*. 

Example 941 

N-(3'{1- [4- {4-PLUOROPHENYL) -4-OXOBUTSn:-] -4- 
2 5 PIPERXDlNYIi} PHENYL) - 2 -METHYIiPROPANAMXDE s Prepared by 

Procedure K (KI) and Scheme E {K2CO3) using 2-methyl-N- 
[3- (4-piperidinyl) phenyl] propanamide and 4-chloro-l- (4- 
. fluorophenyl) -1-butanone: ESMS m/e: 411.2 (M + H)*. 

30 Exaaiple 942 

2-METHYL-N-f3-{l- [3- (1F-PYRR0L-3-YL) PROPYL] -4- 
PIPERIDXNYL}PHENYL) PROPANAMIDE: Prepared by Procedure K 
(KI) and Scheme E {K2CO3) using 2-methyl-J3r- [3- (4- 
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piperidinyl ) phenyl] propanamide and 3 - ( 3 -bromopropyl ) - IH- 
pyrrole: ESMS m/e: 354.2 (M + H)*. 

Example 943 

5 N-O-il' [4- (4-ISOPROPYLPHENYL) -4-OXOBUTYI,] -4- 

PIPERIDINYL}PHENYL)-2-METHyi.PR0PANAMIDE: Prepared by 
Procedure K (KI) and Scheme E (K2CO3) using 2-methyl-N- 
[3- (4 -piperidinyl) phenyl] propanamide and 4-chloro-l- (4- 
isopropylphenyl) -1-^butanone: ESMS m/e: 435.2 (M + H)*. 

10 

Ex£ux^>le 944 

N-f3-{l- [4- (4-METHOXYPHENYIi) -4-OXOBirra.] -4- 
PIPERIDINYL}PHENyL) •-2-METHYLPROPANAMIDE: Prepared by 
Procedure K (KI) and Scheme E {K2CO3) using 2-methyl-l/- 
15 [3- (4 -piperidinyl) phenyl] propanamide and 4-chloro-l- (4- 

methoxyphenyl) -1-butanone: ESMS m/e: 423. 2 (M + H)*. 

Exanqple 945 

2-METHYL-W-r3-{l- [4- (4-METHYLPHKNYL) -4-OXOBirrei,] -4- 
20 PXPERIDXHYL}phE£1YL) PROPANAMIDE: Prepared by Procedure K 
(KI) and Scheme E (K2CO3) using 2-methyl-JSr" [3- (4- 
piperidinyl ) phenyl] propanamide and 4-chloro-l- (4 - 
methylphenyl) -1-butanone: ESMS m/e: 407.2 (M + H)*. 

25 Example 946 

J/-f3-{l- [4- (4-raRr-BXrPYLPHENYL) -4-OXOBUTYI.] -4- 
PXPERXDINYL}PHENyL) -2-METHYLPROPAMAMXDE: Prepared by 
Procedure K (KI) and Scheme E {K2CO3) using 2-methyl-N- 
[3- (4-piperidinyl) phenyl] propanamide and 1- (4- tert- 

30 butylphenyl) -4-chloro-l-butanone: ESMS m/e: 449.2 (M + 
H)*. 



Example 947 
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N-(3-{l' [4- (4- BROHDPHEKm.) -4-OZOBnm.] - 

4-PIPERXDlXIYIi}PHENY£i) -2-UETHniPROPAliIAMXDE: Prepared by 
Procedure K (KI) and Scheme E (KaCOa) xising 2-tnethyl-N- 
[3- (4-piperidinyl) phenyl] propanamide and 1- (4- 

5 bromophenyl) -4-chloro-l-butanone: ESMS m/e: 471,3 (M + 

Example 948 

2-METEnri.-J9'-r3-{l- [4-0X0-4- (2-TBIEtnrL) BUTYL] ^4- 
10 PXPERIDIllYL}PHEHYL)PROPA]!IftlIIDE: Prepared by Procedure K 

(KI) and Scheme E (K2CO3) using 2-methyl-N- [3- (4- 
piperidinyl) phenyl] propanamide and 4-chloro-l- (2- 
thienyl)-l-butanone: ESMS m/e: 399.1 (M + H)*. 
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II. Synthetic Methods for General Structures 

The examples described in Section I are merely 
illustrative of the methods used to synthesize MCHl 
antagonists. Further derivatives may be obtained 
5 utilizing generalized methods based on the synthetic 
methods used to synthesize the examples. 

It may be necesscory to incorporate protection and 
deprotection strategies for substituents such as amino, 

10 amido, carboxylic acid, and hydroxyl groups in the 
generalized synthetic methods to form further 
derivatives. Methods for protection and deprotection of 
such groups are well-known in the art, and nay be found, 
for example in Green, T.W. and Wuts, P.G.M. (1991) 

15 Protection Groups in Orgamic Synthesis, 2°^ Edition John 
Wiley & Sons, New York. 

III. Oral Conpositlons 

As a specific embodiment of an oral composition of a 
20 compound of this invention, 100 mg of one of the 
compounds described herein is formulated with sufficient 
finely divided lactose to provide a total amount of 580 
to 590 mg to fill a size O hard gel capsule. 

25 IV. Pharmacological Evaluation of Compounds at Cloned 
rat MCHl Receptor 

l*he pharmacological properties of the compounds of the 
present invention were evaluated at the cloned rat MCHl 
receptor using protocols described below. 

30 

Host Cells 
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A broad variety of host cells can be used to study 
heterologously expressed proteins. These cells include 
but are not restricted to assorted mammalian lines such 
as: Cos-7, CHO, LM(tk-), HEK293, Peak rapid 293, etc.; 
5 insect cell lines such as: Sf9, Sf21, etc.; amphibian 
cells such as xenopus oocytes; and others. 

COS 7 cells are grown on 150 mm plates in DMEM with 
supplements (Dulbecco's Modified Eagle Medium with 10% 
10 bovine calf serum, 4 mM glutamine, 100 units/ml 
penicillin/100 Fg/ml streptomycin) at 37°C, 5% COj. Stock 
plates of COS-7 cells are trypsinized and split 1:6 
every 3-4 days. 

15 Human embryonic kidney 293 cells are grown on 150 rara 
plates in DMEM with supplements (10% bovine calf serum, 
4 mM glutamine, 100 vmits/ml penicillin/100 Fg/ml 
streptomycin) at 37^C, 5% CO2. Stock plates of 293 cells 
are trypsinized and split 1:6 every 3-4 days. 

20 

Human embryonic kidney Peak rapid 293 (Peakr293) cells 
are grown on 150 mm plates in DMKM with supplements (10% 
fetal bovine serum, 10% L-glutamine, 50 Fg/ml 
gentamycin) at 37°C, 5% CO2. Stock plates of PesJc rapid 
25 293 cells are trypsinized and split 1:12 every 3-4 days. 

Mouse fibroblast LM(tk-) cells are grown on 150 mm 
plates in DMEM with supplements (Dulbecco*s Modified 
Eagle Medium with 10% bovine calf serum, 4 mM glut amine, 
30 100 units/ml penicillin/100 Fg/ml streptomycin) at 37°C, 
5% CO2. Stock plates of LM(tk-) cells are trypsinized and 
split 1:10 eveiy 3-4 days. 
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Chinese hamster ovary (CHO) cells were grown on 

150 mm plates in HAM=s F-12 medium with supplements (10% 

bovine calf serum, 4 mM L-glutaraine and 100 units/ml 

penicillin/ 100 Fg/ml streptomycin) at 37°C, 5% COa. 

5 Stock plates of CHO cells are trypsinized and split 1:8 

every 3-4 days. 

Mouse embryonic fibroblast NIH-3T3 cells are grown on 
150 mm plates in Dulbecco=s Modified Eagle Medium (IMEM) 
10 with supplements (10% bovine calf serum, 4 mM glutamine, 
100 units/ml penicillin/100 Fg/ml streptomycin) at 37^*0, 
5% CX>2- Stock plates of NIH-3T3 cells are trypsinized and 
split 1:15 every 3-4 days. 

15 Sf9 and Sf21 cells are grown in monolayers on 150 mm 
tissue culture dishes in TMN-FH media supplemented with 
10% fetal calf serum, at 27°C, no COj. High Five insect 
cells are grown on 150 mm tissue culture dishes in Ex- 
Cell 400™ medium supplemented with L-Glutamine, also at 

20 27°C, no COj. 

In some cases, cell lines that grow as adherent 
monolayers can be converted to suspension culture to 
increase cell yield and provide large batches of uniform 
assay material for routine receptor screening projects. 

Transient eaqpression 

DNA encoding proteins to be studied CcUi be transiently 
expressed in a variety of mammalian, insect, amphibian 
and other cell lines by several methods including but 
not restricted to; calcium phosphate -mediated, DEAE- 
dextran mediated, Liposomal -mediated, viral -mediated, 
electroporation-mediated and microinjection delivery. 
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Each of these methods may require optimization of 
assorted experimental parameters depending on the DNA, 
cell line, and the type of assay to be subsequently 
employed. 

5 

A • typical protocol for the calcium phosphate method as 
applied to Peak rapid 293 cells is described as follows: 

Adherent cells are harvested approximately twenty- four 
10 hours before transfection and replated at a density of 
3.5 X 10^ cells/dish in a 150 mm tissue culture dish and 
allowed to incubate over night at 37°C at 5% CO2. 250 Fl 
of a mixture of CaCla and DNA (15 Fg DNA in 250 mM CaClz) 
is added to a 5 ml plastic tube and 500 Fl of 2X HBS 
15 (280 mM NaCl, 10 raM KCl, 1.5 mM Na2HP04. 12 mM dextrose, 

50 mM HEPES) is slowly added with gentle mixing. The 
mixture is allowed to incubate for 20 minutes at room 
temperature to allow a DNA precipitate to form. The DNA 
precipitate mixture is then added to the culture medium 
20* in each plate and incubated for 5 hours at 37°C, 5% CO2. 

After the incubation, 5ml of culture medium (DMEM, 10% 
FBS, 10% L-glut and 50 pg/ml gentamycin) is added to 
each plate. The cells are then incubated for 24 to 48 
hours at 37°C, 5% CO2. 

25 

A typical protocol for the DEAE-dextran method as 
applied to Cos-7 cells is described as follows; Cells to 
be used for transfection are split 24 hours prior to the 
transfection to provide flasks which are 70-80% 
30 confluent at the time of transfection. Briefly, 8 Fg of 
receptor DNA plus 8 Fg of any additional DNA needed 
(e.g. Gd protein expression vector, reporter construct, 
antibiotic resistance marker, mock vector, etc.) are 
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added to 9 ml of complete DMEM . plus DEAE-dextran 

mixture (10 mg/ml in PBS). Cos-7 cells plated into a 

T225 flask (sub-confluent) are washed once with PBS and 

the DNA mixtiare is added to each flask. The cells are 

5 allowed to incubate for 30 minutes at 37**C, 5% CO2. 

Following the incubation, 36 ml of complete DMEM with 80 

FM chloroquine is added to each flask and allowed to 

■ incubate an additional 3 hours . The medium is then 

aspirated cuxd 24 ml of complete mediiam containing 10% 

10 IM50 for exactly 2 minutes and then aspirated. The cells 

are then washed 2 times with PBS and 30 ml of complete 

' DMEM added to each flask. The cells are then allowed to 

incubate over night. The next day the cells are 

harvested* by trypsinization and reseeded as needed 

15 depending upon the type of assay to be performed. 

A typical protocol for liposomal -mediated transfection 
as applied to CHO cells is described as follows; Cells 
to be used for transfection are split 24 hours prior to 

20 the transfection to provide flasks which are 70-80% 

confluent at the time of trainsf ection. A total of lOFg 
of DNA which may include varying ratios of receptor DNA 
plus any additional DNA needed (e.g. Ga protein 
expression vector, reporter construct, antibiotic 

25 resistance marker, mock vector, etc.) is used to 
transfect each 75 cm^ flask of cells. Liposomal mediated 
transfection is carried out according to the 
manufacturer^^s recommendations (LipofectAMIWE, GibcoBRL, 
Bethesda, MD) . Transfected cells are harvested 24 hours 

30 post transfection and used or reseeded according the 
requirements of the assay to be enployed. 
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A typical protocol for the elect roporat ion method as 
applied to Cos-7 cells is described as follows; Cells to 
be used for transfection are split 24 hours prior to the 
transfection to provide flasks which are subconf luent at 
5 the time of transfection. The cells are harvested by 
trypsinization resuspended in their growth media and 
counted. 4 x 10^ cells are suspended in 3 OX) Fl of DMEM 
and placed into cui electroporation cuvette. 8 Fg of 
receptor DNA. plus 8 Fg of any additional DNA needed 

10 (e.g. Get protein expression vector, reporter construct, 
antibiotic resistance marker, mock vector, etc.) is 
added to the cell suspension, the cuvette is placed into 
a BioRad Gene Pulser and subjected to an electrical 
pulse (Gene Pulser settings: 0.25 kV voltage, 950 FF 

15 capacitance).' Following the pulse, 800 Fl of complete 
DMEM is added to each cuvette and the suspension 
transferred to a sterile tube. Conplete medium is add.ed 
to each tube to bring the final cell concentration to 1 
X 10^ cells/100 Fl. The cells are then plated as needed 

20 depending upon the type of assay to be performed. 

A typical protocol for viral mediated expression of 
heterologous * proteins is described as follows for 
baculovirus infection of insect Sf9 cells. The coding 

25 region of DNA encoding the receptor disclosed herein may 
be subcloned into pBlueBacIII into existing restriction 
sites or sites engineered into sequences 5 • and 3 ' to 
the coding region of the polypeptides . . To generate 
baculovirus, 0.5 Fg of viral DNA (BaculoGold) and 3 Fg 

30 of DNA construct encoding a polypeptide may be co- 
transfected into 2 x 10® Spodoptera frugiperda insect Sf 9 
cells by the calcium phosphate co-precipitation method, 
as outlined in by Pharmingen (in "Baculovirus Expression 
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Vector System: Procedures and Methods Manual") . The 
cells then are incubated for 5 days at 27^C. The 
supernatant of the co-transfection plate may be 
collected by centrifugation and the recombincuit virus 
5 plaque purified. The procedure to infect cells with 
virus, to prepare stocks of virus and to titer the virus 
stocks are as described in Pharmingen^s manual . Similar 
principals would in general apply to mammalian cell 
expression via retro-viruses, Simliki forest virus and 
10 double stranded DNA viruses such as adeno-, herpes-, and 
vacinia- viruses, euid the like. 

Stable expression 

Heterologous DNA can be stably incorporated into host 
cells, causing the cell to perpetually express a foreign 
protein. Methods for the delivery of the DNA into the 
cell are similar to those described above for transient 
expression but require the co-transf ection of an 
ancillary gene to confer drug resistance on the targeted 
host cell . The ensuing drug resistance can be exploited 
to select and maintain cells that have taken up the 
heterologous DNA. An assortment of resistance genes are 
available including but not restricted to Neomycin, 
Kanamycin, and Hygromycin. For the purposes of receptor 
studies, stable expression of a heterologous receptor 
protein is carried out in, but not necessarily 
restricted to, mammalian cells including, CHO, HEK293, 
LM(tk-), etc. 

30 Cell membrane preparation 

For binding assays, pellets of trcuisfected cells are 
suspended in ice-cold buffer (20 mM Tris.HCl, 5 mM EDTA, 
pH 7-4) and homogenized by sonication for 7 sec. The 



15 



20 



25 
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cell lysates are ; centrifuged at 200 x g for 

5 rain at 4^C, The supematants are^ then centrifuged at 
40,000 X g for 20 min at 4*^C. The resulting pellets are 
washed once in the homogenization buffer and suspended 
5 in binding buffer (see methods for radioligand binding) . 
Protein concentrations are determined by the method of 
Bradford (1976) using bovine serxim albumin as the 
standard. Binding assays are usually performed 
immediately, however it is possible to prepare membranes 
10 in batch and store frozen in liquid nitrogen for future 
use. 

Radioligand binding assays 

Radioligand binding assays for the rat MCHl receptor 
15 Were carried out using plasmid pcDNA3 .1-rMCHl-f (ATCC 
Patent Deposit Designation No. PTA-3505) . Plasmid 
pcDNA3.1-rMCHl-f' comprises the regulatory elements 
necessary for expression of DNA in a mammalian cell 
operatively linked to DNA encoding the rat MCHl receptor 
20 so as to permit expression thereof. Plasmid pcDNA3.1- 
rMCHl-f was deposited on July 05, 2001, with the 
American Type Culture Collection (ATCC) , 12301 ParklSwn' 
Drive, Rockville, Maryland 20852, U.S.A. under the 
provisions of the Budapest Treaty for the International 
25 Recognition of the" Deposit of Microorganisms for the 
Purpopes of Patent Procedure and was accorded ATCC 
•Patent Deposit Designation No. PTA-3505. 

Binding assays can also be performed as described 
30 hereinafter using plasmid pEXJ.HR-TL231 (ATCC Accession 
No. 203197) Plasmid pEXJ.HR-TL231 encodes the human MCHl 
receptor and was deposited on September 17, 1998, with 
the American Type Culture Collection (ATCC) , 12301 
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Parklawn Drive, Rockville, Maryland 20852, U.S.A. 
under the provisions of the Budapest Treaty for the 
International Recognition of the Deposit of 
Microorganisms for the Purposes of Patent Procedure and 
5 was accorded ATCC Accession No. 203197. 

Hviman etnbiyonic kidney Peak rapid 293 cells (Peakr293 
cells) were transiently transfected with DNA encoding the 
MCaai receptor utilizing the calcium phosphate method and 

10 cell membranes were prepared as described above. Binding 
experiments with membranes from Peakr293 cells 
transfected with the rat MCHl receptor were performed 
with 0.08 nM [^H] Compound A (the synthesis of Cotipound A 
is described in detail below) using an incubation buffer 

15^ consisting of 50 mM Tris pH 7.4, 10 mM MgClj, 0.16 mM 
PMSF, 1 mM 1,10 phenantroline and 0.2% BSA. Binding was 
performed at 25°C for 90 minutes. Inc\ibations were 
terminated by rapid vacuum filtration over GF/C glass 
fiber filters, presoaked in 5% PEI using 50 nM Tris pH 

20 7.4 as wash buffer. In all experiments, nonspecific 
binding is defined using 10 pM Compound A. 



Functional assays 
25 Cells may be screened for the presence of endogenous 
mammalian receptor using fiinctional assays. Cells with 
no or a low level of endogenous receptor present may be 
transfected with the exogenous receptor- for use in 
functional assays. 

30 

A wide spectrum of assays can be employed to screen for 
receptor activation. These range from traditional 
measurements of phosphatidyl inositol, cAMP, Ca**, and 
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K^/for exairqDie; to systems measuring these same 
second messengers but which have been modified or 
adapted to be higher throughput, more generic, and more 
sensitive; to cell based platforms reporting more 
5 general cellular events resulting from receptor 
activation such as metabolic changes, differentiation, 
and cell division/proliferation, for example; to high 
level organism assays which monitor conplex 
physiological or behavioral changes thought to be 
10 involved with receptor activation including 
cardiovascular, analgesic, orexigenic, anxiolytic, and 
. sedation effects, for example. 

Radioligand Binding Assay Results 
15 The compounds described above were assayed using cloned 
rat MCHl. The binding affinities of the compounds are 
shown in Table I. 

20 



25 



30 
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V> Synthesis of Coiis>ound A 

Described below is the synthesis of Compound A. 
5 Con?)ound A is the radiolabeled compoiind that was used in 
the radioligand binding assays described above. 

Jff- [3 - (1, 2 , 3 , 6 -TETRAHroRO-4 -PTRIDINH.) PHENYL] ACETAMIDK : 

The reaction of saturated of aqueous Na2C03 solution (25 
10 niL) , tert-butyl 4- { I (trif luoromethyl) sulf onylj oxy} - 
1,2,3,6-tetrahydro-l-pyridine-carboxylate (20 uraiol) , 3- 
acetamidophenylboronic acid (30 iranol) and tetrakis- 
triphenylphosphine palladium (0) (1-15 g) in 
dimethoxyethane (40 mL) at reflux temperature overnight 
15 gave tert-butyl 4 - [3 - (acetylamino) phenyl] -3,6 -dihydro- 
1(2H) -pyridinecarboxylate. Deprotection of the BOC group 
using HCl in dioxane followed by basif ication (pH 11-12) 
gave the desired product. 

20 rfiRT-BUTYL J/- (3-BROlK)PROPYL) CARBAMATB: was prepared from 

3-bromopropylamine hydrobromide and BOC2O in the presence 
of base in dichloromethane . 

N'{3- tl-(3-AMINOPROPYI.) -1, 2, 3, 6-TBTRAHyDRO-4- 
25 PYRIDINYIilPHKNYIilACBTAMIDB: The reaction of tert-butyl 
(3 -bromopropyl) carbamate and [3- (1, 2, 3, 6-tetrahydro- 
4-pyridinyl)phenyl] acetamide in refluxing dioxane with 
catalytic BU4NI and base as described in Scheme A gave 
tert-butyl 3- (4- [3- (acetylamino) phenyl] -3 , 6-dihydro- 

30 l(2H)-pyridinyl)propylcarbamate. Deprotection of the 

BOC group using HCl in dioxane followed by basification 
(pH 11-12) gave the desired product. 
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METHYL (45) -3- ({[3- (4- [3- (ACBTYIAMINO) PHENYL] -3,6- 

DIHYDR0-1{2H) -PYRIDIHyL) PROPYL] AMINO} CARBOlTyii) -4- (3,4- 
DIFLUOROPHENYL) - 6 - (METHOXYMETHYL) - 2 -0X0 -1,2/3,4- 
TETRAHYDRO-5-PYRIMIDINBCARBOXYLATE: Prepared from the 
5 reaction of 5 -methyl 1 - ( 4 -nitrophenyl ) (6S)-6-(3,4- 
difluorophenyl) -4- (methoxymethyl) -2-oxo-3,6-dihydro- 
1 , 5 (2K) -pyrimidinedicarboxylate (describe in PCT 
Publication No. WO 00/37026, piablished June 29, 2000) 
and N-{3- [1- (3-aminopropyl) -l,2,3,6-tetrahydro-4- 

10 pyridinyl] phenyl} acetamide: NMR 6 8.90 (t, 1 H, J==3.6 
Hz), 7.75 (s, 1 H), 7.50-7.00 (m, 8 H) , 6.68 (s, 1 H) , 
6.03 (br s, 1 H) , 4.67 (s, 2 H) , 3.71 (s, 3 H) , 3.47 (s, 
3 H), 3.38 (ABm, 2 H) , 3.16 (m, 2 H) , 2.71 (t, 2 H, J 
=5.4 Hz), 2.56 (m, 4 H) , 2.35-1,90 (br, 2 H) , 2.17 (s, 3 

15 H), 1.82 (p, 2 H, J=7.2 Hz); ESMS, 612.25 (M+H)"^. 

TRITIATED METHYL (4S) -3-{ [ (3-{4- 13- (ACETYLAMINO) PHENYL] - 
.1-PIPERIDINYL}PR0PYL) AMINO] CARB0NYL}-4 - (3,4- 
DIFLUOROPHENYL) -6- (METHOXYMETHYL) -2-0X0-1,2,3,4- 
20 TETRAHYDRO-5-PYRIMIDINECARBOXYLATE ( [^H] COMPOUND A) s 

This radiochemical synthesis was carried out by Amersham 
Pharmacia Biotech, Cardiff, Wales. A methanolic 
solution of methyl (4S) -3- ({ [3- (4- [3- 

{ ace tylamino) phenyl] -3,6-dihydro-l [2Iti - 

25 pyridinyl) propyl] amino} carbonyl) -4- (3 , 4-dif luorophenyl) - 
6t (methoxymethyl) -2-oxo-l,2,3,4-tetrahydro-5- 
pyrimidinecarboxylate was exposed to tritium gas at 1 
atmosphere pressure in the presence of 5% palladium on 
carbon with stirring overnight to give the tritiated 

30 methyl (45) -3-{ [ (3- {4- [3- (ace tylamino) phenyl] -1- 

piperidinyl }propyl) amino] carbonyl} -4- (3 , 4- 
dif luorophenyl) -6- (methoxymethyl) -2-oxo-l,2,3,4- 
tetrahydro-5-pyrimidinecarboxylate ( (+) -isomer) After 
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pxirification by reverse phase HPIjC (Hypersil ODS, 
4,6 X 100 nrni, methanol tHaOrEtsN 10:90:1 to 100:0:1 in 15 
min at 1.0 mL/min, with radiochemical and UV detection), 
this product was used as a radioligand in the MCHl 
5 binding assays. The same procedure was carried out with 
Ha gas in place of ^Ha to afford the non- radioactive 
version of Corapooind A. ^ 

VI. In-Vivo Methods 

10 

The following in vivo methods were performed to predict 
the efficacy of MC3I1 antagonists for the treatment of 
obesity {3 -day body weight and sweetened condensed 
milk) , depression {forced swim test) , anxiety * (social 
15 interaction test) , and urinary disorders (DIRC and 
CSTI) . 

Effects of MC!H1 Antagonists on Body Weight (3 Day) 

Male Long Evans rats (Charles River) weighing 180-200 
20 grams were housed in groups of four on a 12 -hour 
light /dark cycle with free access to food and water. 
Test coatpounds were administered twice daily via i.p. 
injection, 1 hour before the dark cycle and 2 hours 
after lights on, for three days. All rats were weighed 
25 daily after each morning injection. Overall results 
were expressed as body weight (grams) gained per day 
(mean ± SEM) and were analyzed by two-way ANOVA. Data 
for each time point were analyzed by one-way ANOVA 
followed by post hoc Newman-Keuls test. The data were 
30 analyzed using the GraphPad Prism (v2.01) (GraphPad 
Software, Inc., San Diego, CA) , All data were presented 
as means + S.E.M. 
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Effects of MCHl Antagonists on Conamnption 

of Sweetened Condensed Milk 



Male C57BL/6 mice (Charles River) weighing 17-19 grams 
5 at the start of experiments were housed in groups of 
four or five on a 12 hour light/daork cycle with free 
access to food and water. For 7 days, mice were weighed, 
placed in individual cages and allowed to drink 
sweetened condensed milk (Nestle, diluted 1:3 with 

10 water) for 1 hour, 2-4 hours into the light cycle. The 
amount of milk consumed was determined by weighing the 
milk bottle before and after each drinking bout. On the 
test day, mice received i.p- injections of Test Compound 
(3, 10 or 30 mg/kg in 0-01 % lactic acid), vehicle (0.01 

15 % lactic acid) of d-fenf luramine (10 mg/kg in 0.01 % 
lactic acid) 30 min. prior to exposure to milk. The 
amount of milk consumed on the test day (in mis milk/ kg 
body weight) was compared to the baseline consumption 
for each mouse determined on the previous 2 days. Data 

20 for each time point were analyzed by one-way ANOVA. 

Forced Swim Test (FST) in the Rat 



Animals 

25 Male Sprague-Dawley rats (Taconic Farms, NY) were used 
in all experiments . Rats were housed 5 per cage and 
maintained on a 12:12-h light-dark cycle. Rats were 
handled for 1 minutes each day for 4 days prior to 
behavioral testing. 



30 
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Drug Administration 

Animals were rcuidomly assigned to receive a single i.p. 
administration of vehicle (2.5% EtOH / 2.5% Tween-80) , 
imipramine (positive control; 60 mg/kg) , or Test 
5 Compound 60 minutes before the start of the 5 minute 
test period. All injections were given using 1 cc 
tuberculin syringe with 26 3/8 gauge needles (Becton- 
Dickinson, VWR Scientific, Bridgeport, NJ) . The volume 
of injection was 1 ml/kg. 

10 

Experimental Design 

The procedure used in this study was similar to that 
previously described (Porsolt, et al., 1978), except the 
water depth was 31 cm in this procedure. The greater 

15 depth in this test prevents the rats from supporting 
themselves by touching the bottom of the cylinder with 
their feet. Swim sessions were conducted by placing rats 
in individual plexiglass cylinders (46 cm tall x 20 cm 
in diameter) containing 23-25<»C water 31 cm deep. Swim 

20 tests Were conducted always between 900 and 1700 hours 
amd consisted of an initial 15-min conditioning test 
followed 24h later by a 5-minute test. Drug treatments 
were administered 60 minutes before the 5 -minute test 
period- Following all swim sessions, rats were removed 

25 from the cylinders, dried with paper towels and placed 

in a heated cage for 15 minutes and returned to their 
home cages. All test aessions were videotaped using a 
color video camera and recorded for scoring later. 
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Behavioral Scoring 

Hie rat's behavior was rated at 5- second intervals 
dtiring the 5-minute test by a single individual, who was 
blind to the treatment condition. Scored behaviors 
5 were : 

1, Immobility- rat remains floating in the water 
without struggling and was only making those 
movements necessary to keep its head above water; 
10 2 . Climbing - rat was making active movements with 

its forepaws in and out of the water, usually 
directed against the walls; 

3 . Swimming - rat was making active swimming 
motions, more than necessary to merely maintain its 

15 head above water, e.g. moving euround in the 

cylinder; and 

4. Diving - entire body of the rat was submerged. 

Data Analysis 

20 The forced swim test data (immobility, swimming, 
climbing, diving) were subjected to a randomized, one- 
way ANOVA and post hoc tests conducted using the Newman- 
Keuls test. The data were analyzed using the GraphPad 
Prism (v2.01) (GraphPad Software, Inc., San Diego, CA) . 

25 All data were presented as means + S.E.M, All data were 
presented as means + S.E.M. 



Forced Swim Test (FST) in the Mouse 
Animals 

30 DBA/2 mice (Taconic Farms, NY) were used in all 

experiments. Animals were housed 5 per cage in a 
controlled environment under a 12:12 hour light: dark 
cycle. Animals were handled 1 min each day for 4 days 
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prior to the experiment. . , This.:;; procectare.^^c^^ 
mock gavage with a 1,5 inch feeding tube. 

Drug Adminiatration 
5 Animals were randomly assigned to receive a single 
administration of vehicle (5% EtOH/5% Tween-80) , Test 
Compound, or imipramine (60 mg/kg) by oral gavage 1 hour 
before the swim test. 

10 Experimental Design 

The procedure for the forced swim test in the mouse was 
similar to that described above for the rat, with some 
modifications. The cylinder used for the test was a 1- 
liter beaker (10.5cm diameter X 15 cm height) fill to 

15 800ml (lOcm depth) of 23-25»C water. Only one 5-minute 
swim test was conducted for each mouse, between 1300 and 
1700 hours. Drug treatments were administered 30-60 
minutes before the 5-minute test period. Following all 
swim sessions, mice were removed from the cylinders, 

20 dried with paper towels and placed in a heated cage for 
IS minutes. All test sessions were videotaped using a 
Sony color video camera and recorder for scoring later. 



Behavioral Scoring 

25 The behavior during minutes 2-5 of the test was played 
back on a TV monitor and scored by the investigator. 
The total' time spent immobile (animal floating with only 
mihimal movements to remain afloat) and mobile (swimming 
and movements beyond those required to remain afloat) 

30 were recorded. 
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Data Analysis 

The forced swim test data (time exhibiting innnobility, 
mobility; seconds) were subjected to a randomized, one- 
way ANOVA and post hoc tests conducted using the Newman- 
5 Keuls test. The data were analyzed using the GraphPad 
Prism (V2.01) (GraphPad Software, Inc., San Diego, CA) . 
All data were presented as means + S.E.M. 

Social Interaction Teat (SIT) 

10 Rats are allowed to acclimate • to the animal care 
facility for 5 days and are housed singly for 5 days 
prior to testing. Animals are handled for 5 minutes per 
day. The design and procedure for the Social Interaction 
Test is carried out as previously described by Kennett, 

15 et al. (1997). On the test day, weight matched pairs of 
rats (± 5%) , unfamiliar to each other, are given 
identical treatments and returned to their- home cages. 
' Animals are randomly divided into 5 treatment groups, 
with 5 pairs per group, and are. given one of the 

20 following i.p. treatments: Test Compound (10, 30 or 100 

mg/kg) , vehicle (1 ml/kg) or chlordiazepoxide (5 mg/kg) . 
Dosing is 1 hour prior to testing. Rats are subsequently 
placed in a white perspex test box or arena (54 x 37 x 
26 cm) , whose floor is divided up into 24 ecpial squares, 

25 for 15 minutes. An air conditioner is used to generate 

background noise and to keep the room at approximately 
74<*F. All sessions are videotaped using a JVC camcorder 
(model GR-SZl, Elmwood Park, NJ) with either TDK (HG 
ultimate brand) or Sony 30 minute videocassettes . All 

30 sessions are conducted between 1300 - 1630 hours. 

Active social interaction, defined as grooming, 
sniffing, biting, boxing, wrestling, following and 
crawling over or under, is scored using a stopwatch 
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(Sportsline model no. 226, 1/100 sec. 
discriminability) . The number of episodes of rearing 
(animal completely raises up its body on its hind 
limbs), grooming (licking, biting, scratching of body), 
and face washing (i.e. hands are moved repeatedly over 
face) , and nuxnber of squares crossed are scored. Passive 
social interaction (animals are lying beside or on top 
of each other) is not scored. All behaviors are assessed 
later by an observer who is blind as to the treatment of 
each pair. At the' end of each test, the box is 
thoroughly wiped with moistened paper towels. 



Animals 

Male albino Sprague-Dawley rats (Taconic Farms, NY) are 
15 housed in pairs under a 12 hr light dark cycle (lights 
on at 0700 hrs.) with free access to food and water. 



Drug Administration 

Test Compound is dissolved in either 100% DMSO or 5% 
20 lactic acid, v/v (Sigma Chemical Co., St. Louis, MO). 

Chlordiazepoxide (Sigma chemical Co., St. Louis, MO) is 
dissolved in double distilled water. The vehicle 
consists of 50% DMSO (v/v) or 100% dimethylacetamide 
(IXtA) . All drug solutions are made up 10 minutes prior 
25 to injection and the solutions are discarded at the end 
of the test day. The volume of drug solution 
administered is 1 ml/kg. 

Data Analysis 

30 The social interaction data (time interacting, rearing 
and squares crossed) are subjected to a randomized, one- 
way ANOVA and post hoc tests conducted using the 
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Student -Newman-Keuls test. The data are subjected to 
a test of normality (Shapiro- Wilk test) . The data are 
analyzed using the GBSTAT program, version 6.5 (Dynamics 
Microsystems, Inc., Silver Spring, MD, 1997). 

5 

In Vivo Models of the Micturition Reflex 

The effects of compounds on the micturition reflex were 
assessed in the '"distension- induced rhythmic 
10 contraction'' (DIRC), as described in previous 
publications (e.g. Maggi et al, 1987; Morikawa et al, 
1992) , and Continuous Slow Transvesicular Infusion 
(CSTI) models in rats. 

15 DIRC Model 

Female Sprague Dawley rats weighing approximately 300 g 
were anesthetized with subcutaneous ure thane (1.2 g/kg) . 
The trachea was cannulated with PE240 tubing to provide 

20 a clear airway throughout the experiment. A midline 
abdominal, incision was made and the left cind right 
ureters were isolated. The ureters were ligated 
distally (to prevent escape of fluids from the bladder) 
and cannulated proximally with PEIO tubing. The incision 

25 was closed using 4-0 silk sutures, leaving the PEIO 
lines routed to the exterior for the elimination of 
urine. The bladder was' canulated via the transurethral 
route using PE50 tubing inserted 2.5 cm beyond the 
urethral opening. This cannula was secured to the tail 

30 using tape and connected to a pressure transducer. To 
prevent leakage from the bladder, the cannula was tied 
tightly to the exterior urethral opening using 4-0 silk. 
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To initiate the micturition reflex, the 

bladder was first emptied by applying pressure to the 
lower abdomen, and then filled with normal saline in 100 
increments (maximum = 2 ml) until spontaneous bladder 
5 contractions occurred (typically 20-40 mmHg at a rate of 
one contraction every 2 to. 3 minutes. Once a regular 
rhythm was established, vehicle (saline) or Test 
Compounds were administered i.v. or i.p. to explore 
their effects on bladder activity. The 5-HTia antagonist 
10 WAY-100635. was given as a positive control - Data were 
expressed as contraction interval (in seconds) before 
drug application (basal), or after the application of 
vehicle or test article. 

15 Continuous Slow Transvesicular Infusion (CSTI) rat Model 

Male Sprague Dawley rats weighing approximately 300 g 
were used for the study. Rats were anaesthetized with 
pentobarbitone sodium (50 mg/kg, i.p). Through a median 

20 abdominal incision, bladder was exposed and a 
polyethylene cannula (PE 50) was introduced into the 
bladder through a small cut on the dome of the bladder 
and the cannula was secured with a purse string suture. 
The other end of the cannula was exteriorized 

25 svibcutaneously at the dorsal neck area. Similarly, 
another cannula (PE 50) was introduced into the stomach 
through a paramedian abdominal incision with the free 
end exteriorized subcutaneous ly to the neck region. The 
surgical wovmds were closed with silk 4-0 suture and the 

30 animal was allowed to recover with appropriate post 
surgical care. On the following day, the animal was 
placed in a rat restrainer. The open end of the bladder- 
cannula was connected to a pressure transducer as well 
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as infusion ptimp through a three-way stopcock. The 
bladder voiding cycles were initiated by continuous 
infusion of normal saline at the rate of 100 jzl/min. The 
repetitive voiding contractions were recorded on a Power 
5 Lab on-line data acquisition software. After recording 
the basal voiding pattern for an hour, the test drug or 
vehicle was administered directly into stomach through 
the intragastric catheter and the voiding cycles were 
monitored for 5 hours. Micturition pressure and 

10 frequency were calculated before and after the treatment 
(at every 30 min interval) for each animal. Bladder 
capacity was calculated from the micturition frequency, 
based on the constant infusion of lOOul/min. The effect 
of the test drug was expressed as a percentage of basal, 

15 pre-drug bladder capacity. WAY 100635 was used as 
positive control for comparison. 
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In Vivo Results ■ • .-.-^V . 

Table 2 

5 Effect of MCHl antagonist (Example No,) in the following 
in vivo models: 3 -day Body Weight (3D BW) , mouse 
Sweetened Condensed Milk (mSwCM) , mouse Forced Swim Test 
(mPST), rat Forced Swim Test (rFST) , DIRC model, or CSTI 
model . 

10 



Example 
No. 


3D BW 


mSwGH 


mFST 


rFST 


DIRC 


CSTI 


2 


A 


29 


C 


D 






10 


Not 
Done 


Not 
Done 


C 


Not 
Done 


E 


F 


39 


A 


B 


Not 
Done 


D 


Not 
Done 


Not 

Done 


43 


Not 
Done 


B 


C 


Not 
Done 


Not - 
Done 


Not 
Done 


44 


Not 
Done 


Not 
Done 


No 
effect 


Not 

LfyjUxi 


Not 


Not 


89 


Not 
Done 


B 


No 

effect 


Not 

Done 


Not- 
Done 


Not 

Done 


90 


Not 
Done 


No 
effect 


No 
effect 


Not 
Done 


Not 
Done 


Not 
Done 


91 


Not 
Done 


Not 
Done 


C 


Not 
Done 


E 


P 


93 


Not 
Done 


Not 
Done 


No 
effect 


Not 
Done 


Not 
Done 


Not 
Done 


95 


Not 
Done 


B 


No 
effect 


Not 
Done 


Not 
Done 


Not 
Done 


99 


A 


Not 
Done 


C 


Not 
Done 


E 


P 


105 


Not 
Done 


B 


C 


Not 
Done 


Not 
Done 


Not 
Done 


106 


Not 
Done 


B 


C 


Not 
Done 


E 


F 


112 


Not 
Done 


Not 
Done 


No 
effect 


Not 
Done 


Not 
Done 


Not 
Done 


116 


A 


Not 
Done 


C 


Not 
Done 


E 


F 



15 



A = Produced a significant reduction in weight 
gain relative to vehicle -treated controls 
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B = Produced a significant decrease in 

consxin5)tion of milk relative to vehicle- 
treated controls 

C = Produced a significant decrease in immobility 
relative to vehicle-treated cuiimals when 
administered orally. 

D = Produced a significant decrease in immobility 
or a significant increase in swimming activity 
relative to vehicle -treated animals 

E - Produced a significant increase in contraction 
interval relative to pre-drug interval 

F = Produced an increase in bladder capacity in 
rats relative to baseline capacity. 
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What is claimed is: 



1. A compound having the structure: 



A 



Rl-X 



N 




R3 



N-H 



R2 



wherein Ri is hydrogen, straight chained or branched Ci- 



10 



15 



20 



C7 alkyl, monofluoroalkyl or polyf luoroalkyl , aryl or 
heteroaryl, wherein the aryl or heteroaryl is optionally 
substituted with one or more -F, -CI, -Br, -I, -CN, - 
.NO2, -CP3, -COCH3, -CO2R2, phenyl, phenoxy or 

straight chained or branched C1-C7 allcyl; 

wherein R2 is straight-chained or branched C3-C4 alkyl or 
cyclopropyl ; 

wherein R3 is aryl or heteroaryl, wherein the aryl or 
heteroaryl is optionally substituted with one or more - 
F, -CI, -Br, -I, -CN, -NO2, straight chained or branched 
C1-C7 alkyl; 

wherein A is -H, -F, -Cl, -Br, -CN, -NO2, -COR3, -CO2R3/ 
straight chained or branched C1-C7 alkyl, monofluoroalkyl 
or polyfluoroalkyl; 

wherein X is O or NH; and 



wherein n is an integer from 0 to 5 inclusive. 
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2. The conqpoxmd of claim 1, wherein . Rx is aryl 
optionally substituted with one or more -P, -Cl, -Br, - 
I, -CN, -NO2/ -COCH3, -CO2R2/ straight chained or 
branched C1-C7 alkyl; 

5 

wherein R3 is phenyl; 

wherein A is H; and 

10 wherein X is O. 

3. The compound of claim 2, wherein R2 is isopropyl. 

4- The compound of claim 3, wherein the coiopound has 
15 the structure: 




5. The corapound of claim 3, wherein the compound has the 
structure : 




20 6. The compound of claim 1, wherein Ri is hydrogen, 
straight chained or branched C1-C7 alkyl; and wherein R3 
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•is aryl. •V^.v * ^^A a^^r^ - 

7. The compound of claim 6, wherein R2 is isopropyl; and 
A is hydrogen^ 

5 

8. The compound of claim 7, wherein the compound has the 
structure : 




9. The compound of claim 1, wherein the compound has 
10 the structure: 





20 



wherein Ri is aryl or heteroaryl optionally substituted 
with one or more -F, -CI, -Br, -I, -CN, -NO2, -OCH3, 
phenoxy, fused cyclopentanyl, straight chained or 
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Cx-C7 
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alkyl, monofluoroallcyl 



or 



10 



15 



20 



polyf luoroalkyl ; 

wherein R2 is straight -chained or branched C1-C4 alkyl or 
cyclopropyl; 

wherein A is -F, -CI, -Br, -CN, straight 

chained or branched C1-C7 alkyl, monof luoroalkyl or 
polyf luoroalkyl; and 

wherein n is an integer from 1 to 5 inclusive. 

11. The compound of claim 10, wherein Ri is aryl 
optionally sxibstituted with one or more -F, -CI, -Br, -I 
or straight chained or branched C1-C4 alkyl; and 

wherein A is H. - * 

12. The compound of claim 11, wherein R2 is isopropyl; 
and 

wherein n is 2. 

13. The compound of claim 12, wherein the compound has 
the structure: 



14. The compound of claim 12, wherein the compound has 
the structure: 




30 
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16. The compound of claim 10, wherein Ri is thienyl; and 
wherein A is H. 

10 

17. The compound of claim 16, wherein R2 is isopropyl. 

18. The compound of claim 17, wherein the ^ompoimd has 
the structure: 




15 

19. A cotiqpound having the structure: 




N-H 

wherein W is 

20 
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wherein each Ri is independently hydrogen, methyl or 
ethyl ; 

5 

wherein R2 is straight -chained or branched C3-C4 alkyl or 
cyclopropyl; 

wherein R3 is hydrogen, aryl or heteroaryl, wherein the 
10 aryl or heteroaryl is optionally silbstituted with one or 
more -H, -F, -CI, -Br, -I, -CN, -NO2, straight chained 
or branched Cx-Cy allqrl. 

wherein each A is independently -H, -F, -CI, -Br, -CN, - 
15 NO2, -COR3, -CO2R3, straight chained or branched Ci-Cv 
alkyl, monofluoroalkyl or polyfluoroalkyl; 

wherein X is O, NR3, CO or may be absent; and 

20 wherein Y is hydrogen, aryl or heteroaryl, wherein the 
aryl or heteroaryl is optionally stibstituted with one or 
more -F, -Cl, -Br, -I, -CN, -NO2/ straight chained or 
branched Cx-C-j alkyl. 

25 20. The compoiand of claim 19, wherein W is 
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and wherein X is O or may be absent. 

21 • The compoiind of claim 20, wherein R2 is isopropyl- 

5 

22 • The cotnpoimd of claim 21, wherein the compoimd has 
the structure: 




10 23. The compound of claim 21, wherein the compound has 
the structure: 




15 



24. The confound of claim 19, wherein W is 
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25, The cbnqpound of claim 24, wherein A is -H, -F, 
CI, -Br. 



26. The coHqpound of claim 25, wherein R2 is isopropyl; 
5 and A is hydrogen. 

27. The con5)oiind of claim 26, wherein the corapoimd has 
the stmicture: 




wherein Rx is hydrogen, straight chained or branched Ci- 
20 C7 alkyl, aryl or heteroaryl, wherein the aryl or 
heteroaryl is optionally substituted with one or more - 
F, -CI, -Br, -CN, -NO2, -OCH3, -CO2CH3, -CF3, phenyl, 
straight chained or branched C1-C7 alkyl; 
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^ R2 is straight-^ chained ^or ^^bran^ 

alkyl or cyclopropyl; 

wherein A is -H, -F, -CI, -Br, -CN, -NO2, -CORi, -CO2R1, 
5 straight chained or branched C1-C7 alkyl, monofluoroalkyl 
or polyf luoroalkyl or phenyl. 

wherein each B is independently -H, -F, -Cl, -Br, -I, - 
CN, -NO2, -CORi, -CO2R1, -OCH3, -OCP3, -CF3, Straight 

10 chained or branched C1-C7 alkyl, monofluoroalkyl or 
polyf luoroalkyl or aryl, phenoxy or benzyl oxy, wherein 
the aryl, phenoxy or benzyloxy is optionally substituted 
with one or more -F, -Cl, -Br, -CN, --NO2, -CORi, -CO2R1, 
-OCH3, -OCF3, -CF3 or straight chained or branched C1-C7 

15 alkyl. 

29. The compound of claim 28, wherein W is 




20 .30. The compound of claim 29, wherein Ri is hydrogen or 
phenyl optionally substituted with one or more -F, -Cl, 
-Br, -CN, -NO2, straight chained or branched C1-C7 alkyl. 

31. The coinpound of claim 30, wherein R2 is isopropyl. 

25 

32. The compound of claim 31, wherein the compound has 
the structure: 
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33- The compound of claim 31, wherein the compo\ind has 
the structure: 




34. A compound having the structure: 



A 




10 wherein Ri is hydrogen, straight chained or branched Ci- 
C7 alkylr aryl or heteroaryl, wherein the aryl or 
heteroaryl is optionally substituted with one or more - 
F, -CI, -Br, -CN, -NO2/ -CF3, -OCH3, straight chained or 
branched C1-C3 alkyl; 

15 

wherein R2 is straight -chained or branched C3-C4 alkyl or 
cyclopropyl; 

wherein R3 is -H, -F, -CI, -Br, -I, -CN, -NO2, -CF3, - 
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OCH3, or straight chained or branched C1-C3 alkyl, 
monofluoroalkyl or polyf luoroalkyl, or a phenyl ring 
fused to Cfi and C7 of the indole moiety; 

5 wherein R4 is hydrogen or aryl optionally substituted 
with one or more -F, -CI, -Br, -I, -CN, -NO2, -CF3, 
straight chained or branched C1-C3 alkyl; 

wherein A is -H, -F, -Cl, -Br, -CN, -NO2, straight 
10 chained or branched C1-C7 alkyl, monofluoroalkyl or 
polyf luoroalkyl ; euid 

wherein n is an integer from 2 to 4 inclusive, 

15 35. The compound of claim 34, wherein R3 is -H, -P, -Cl, 
-Br, -I, 'CN, -NO2, ~0CF3 or -OCH3; and 

wherein R4 is hydrogen or phenyl optionally substituted 
with one or more -F, -Cl or -CF3. 

20 

36- The compound of claim 35, wherein Ri is hydrogen or 
phenyl optionally substituted with one or more -F, -Cl, 
-Br, -CN, -NO2, -CF3, -OCH3 or straight chained or 
branched C1-C3 alkyl; 

25 

37. The compound of claim 36, wherein R2 is isopropyl. 

38. The compound of claim 37, wherein the compound has 

the structure: 
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39. The compoimd of claim 37, wherein the compound has 
the structure: 




CI 



10 40. The compound of claim 37, wherein the compound has 
the structure: 





15 41. A compound having the structure: 
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wherein each Rx is independently hydrogen or CH3; 

wherein R2 is- straight -chained or branched C1-C4 alkyl or 
5 cyclopropyl ; 

wherein R3 is benzyl or phenyl, wherein the benzyl or 
phenyl is optionally substituted with a methylenenedioxy 
group or one or more -F or -CI; 

10 

wherein A is -H, -F, -Cl, -Br, -CN, straight 
chained or branched C1-C7 alkyl, monof luoroalkyl or 
polyf luoroalkyl ; 

15 wherein X is (012)2/ COCH2 or CONH; 

42. The compoxmd of claim 41, wherein B3 is phenyl 
optionally substituted with one or more -F; and 

20 wherein A is hydrogen. 

43. The conqoound of claim 42, wherein X is CONH. 

44. The compound of claim 43, wherein R2 is methyl. 

25 

45. The compound of claim 44, wherein the conqpound has 
the structure: 
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46. The compound of claim 44, wherein the compound has 
the structure: 




5 

wherein each Y is independently hydrogen or -P. 

47- The compound of claim 4"6, wherein the compound has 
the structure: 

10 

F 




15 
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48. The compound of claim 46^...,wherei^^^ 
has the structure: 



F 




5 

49. The compound of claim 41, wherein R3 is benzyl 
optionally substituted with a methylenedioxy group or 
one or more -F or -CI. 

10 

50. The compoiind of claim 49, wherein the compound has 
the structure: 




15 

wherein each Y is independently hydrogen or -F. 

51. The compoxand of claim 50, wherein the compound has 
20 the structure : 
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52. A cotnpound of claims 1 to 51, wherein the 
5 compound is enantioraerically pure. 

53. A compound of claims 1 to 51, wherein the compound 
is diastereomerically pure. 

10 54. The compound of claims 52 and 53, wherein the 
compound is enantiomerically and diastereomerically 
pure . 

55. A pharmaceutical composition comprising a 
15 therapeutically amount of a compound of any of claims 1 

to 51 cuxd a pharmaceutically acceptable carrier. 

56. The pharmaceutical conposition of claim 55, wherein 
the amount of the compound is from about O.Olmg to about 

20 500mg. 

57. The pharmaceutical composition of claim 56, wherein 
the amo\int of the compound is from about b.lmg to about 
60mg. 

25 

58- The pharmaceutical composition of claim 57, 
wherein the amount of the compoimd is from about Img to 
about 20mg. 
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59. The pharmaceutical composition of claim 55, wherein 
the carrier is a liquid and the composition is a 
solution. 

5 

60* The pharmaceutical conposition of claim 55, wherein 
the carrier is a solid and the composition is a tablet. 

61. The pharmaceutical corapopition of claim 55, wherein 
10 the carrier is. a gel and the composition is a 

suppository, 

62. A process for making .a pharmaceutical composition 
comprising admixing a therapeutically effective amount 

15 of the compound of any of claims 1 to 51 and a 
pharmaceutically acceptable carrier. 

63- A method of treating a subject suffering from a 
disorder selected from the group consisting of 
20 depression, anxiety, urge incontinence, or obesity 

comprising administering to the subject a 
therapeutically effective amount of the compound of any 
of claims 1 to 51. 

25 64. The method of claim 63, wherein the therapeutically 
effective amovuxt is between about 0.03 and about 1000 mg 
per day. 

65. The method of claim 64, wherein the therapeutically 
30 effective amount is between cJDout 0.30 and about 300 mg 
per day. 
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66. The method of claim 65, . yherein the 

therapeutically effective amotint is between about 1.0 
and about 100 mg per day. 

5 67. The method of claim 63, wherein the disorder is 
depression. 

68. The method of claim 63, wherein the disorder is 
anxiety. 

10 

69. The method of claim 63, wherein the disorder is 
obesity. 

70. The method of claim 63, wherein the disorder is urge 
15 incont inence . 

71. A method of reducing the body mass of a subject, 
which comprises administering to the subject an amount 
of a compound of any of claims 1 to 51 effective to 

20 reduce the body mass of the subject. 

72. A method of treating a subject suffering from 
depression, which comprises administering to the subject 
an amount of a compound of any of claims 1 to 51 

25 effective to treat the subject's depression. 

73. A method of treating a subject suffering from 
anxiety, which conprises administering to the subject an 
amoiHit of a compound of any of .claims 1 to 51 effective 

30 to treat the subject's anxiety. 

74. A method of alleviating urge urinary incontinence in 
a subject suffering from an overactive bladder, which 



wo 03/004027 



PCT/DS02/21063 



768 

comprises administering to the subject an amotint of 
the . compound of any of claims 1 to 51 effective to 
alleviate the subject's urge urinary incontinence. 

5 74. A method of managing obesity in a subject in need of 
weight loss, which comprises administering to the 
subject an amount of a conqoound of any of claims 1 to 51 
effective to induce weight loss in the subject. 

10 75. A method of managing obesity in a subject who has 
e^qperienced weight loss, which cotnprises administering 
to the subject an amount of a conqpoiand of any of claims 
1 to 51 effective to maintain such weight loss in the 
subject. 

15 

76. A method of treating overactive bladder in a 
siibject, which coitprises administering to the subject an 
. amo\mt of a compound of any of claims 1 to 51 effective 
to treat the subject's overactive bladder. 

20 

78. A method of treating a disorder in a subject, 
wherein the symptoms of the subject can be alleviated by 
treatment with an MCHl antagonist, wherein the MCHl 
antagonist is the compound of any of claims 1 to 51. 

25 

79, A method of alleviating the symptoms of a disorder 
in a subject, which comprises administering to the 
subject an amount of an MCHl antagonist- effective to 
alleviate the symptoms, wherein the MCHl antagonist is 

30 the compound of any of claims 1 to 51. 
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